COOTBETCTEBYET ZKCNEPTHOMY OTUETY

ot 29.07.2024 N= 15521

OBIIAS XAPAKTEPUCTHKA JEKAPCTBERHOT O TIPEITAPATA

1. HAUMEHOBAHMUE JIEKAPCTBEHHOTI O IIPEIIAPATA

Hunotunu6, 150 mr, Karncysl.

Hunotuau6, 200 Mr, KamncyJisl.

2. KAUECTBEHHbBIN 1 KOJIMYECTBEHHBIA COCTAB

JlelicTBytoIII€e BEIIECTBO: HUJIOTHHHO.

Hunotuuuo, 150 Mr, xancyiel

Kaxnas xaricyna conepKUT HWIOTMHHOA TMAPOXJIOPUAA MOHOTHUIPAT, SKBUBAJIEHTHBIM 150 mr
HUJIOTUHHOA.

BcnoMoraTenbHble BeleCTBa, HAJMYME KOTOPBIX HAJ0 YYHUTHIBATh B COCTaBE JIEKAPCTBEHHOTO
npemnapara: jaktosa (cm. pasuen 4.4).

Hunotuuuo, 200 Mr, kancyisl

Kaxxgas karicyna cofepUT HWIOTHHHOA THAPOXIIOPUAA MOHOTUIPAT, SKBUBaEHTHBIH 200 Mr
HUJIOTHHHOA.

BcnomoratenbHbie BelllecTBa, HATUYHE KOTOPBIX HAJAO YUYUTHIBATH B COCTaBE JICKAPCTBEHHOTO
npemnapara: jaktosa (cm. pasuen 4.4).

[TonHbIi TepedeHb BCIIOMOTATEIBHBIX BEIIECTB MTPHUBE/IEH B paszaeie 6.1.

3. JEKAPCTBEHHAA ®OPMA

Karncyel.

Hwiotnan6, 150 Mr, Karcyisl

TBepaple >xenaTuHoBble Kamncyiabl Ne 0, KOpHyc W KpbIlIedKa KarlCyJibl CBETJIO-KEITOro ¢
KOPUYHEBATBIM OTTEHKOM IIBETA, HEPO3payHbIE.

Copnepxumoe Karcys — CMech IMOPOIIKA M IpaHysl 0€JI0ro Wik Oesoro ¢ KeITOBaThIM WK OeI0ro
C KOPUYHEBATBHIM OTTEHKOM IIBETA.

JlonyckaeTcss YIUIOTHEHME COACPKMMOIO Kalcyl B KOMKH, JIETKO pa3pyliuMbIe IIpU
HaJaBJIMBAaHUH.

Hunoruuu6, 200 Mr, Kancyisl

TBepapie >kenaTuHOBbIe Kamcyiabl Ne O, KOpmyc U KpbIlieuka Karcyiabl Oelnoro IBera,
HENPO3pavHbIE.
Conep>kuMoe Karcys — CMECh IMOPOIIKa U TPaHysl 0eJI0ro Uik 0eJI0To C KeITOBATHIM W OEJIOT0

C KOpUYHCBATBIM OTTCHKOM IBCTA.
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HagaBJIMBaHUH.

4. KIMHUYECKUE JAHHBIE

4.1. Iloxka3aHusl K NPUMEHEHUIO

[Tpenapatr Hunotunu6 nokazaH K IPUMEHEHHUIO Y B3POCIbIX 110 MOKa3aHUSIM:

e BrepBble BBISBICHHBIA IOJIOKUTENBbHBIA 10  (uianenbduiickoit  xpomocome (Ph+)
XPOHUYECKHH MHENIOUIHBIN Jieliko3 (XMJI) B xpoHmueckoir (a3ze y B3pOCIBIX C
BO3MOYXHOCTBIO OTMEHBI T€paIuy MPU CTAOMIBHOM TIyOOoKOoM MosiekyspaHoM otBetre (MO)
Ha (oHE Teparuu HUJIOTHHUOOM Ha MPOTSHKEHUH 3 JIeT.

o JlomoxxutenbHbld MO (QruTaeabGUIACKON XpPOMOCOME XPOHHUYECKHUN MHEIIOUIHBIA JICHKO3
(Ph+ XMJT) B xponumueckoir ¢aze u (ase akcenepalvyd y B3pOCIBIX MAIUEHTOB IPH
HEMEPEHOCUMOCTH UM PE3UCTEHTHOCTH K MPEIIESCTBYIOIEH Tepanuy, BKI0Yas UMaTUHUO,
C BO3MOXKHOCTBIO OTMEHBI TE€PANUU MIPH CTA0MIBHOM TIy0oKoM MosekyasipaoM oteete (MO)
Ha (OHE Tepanuu HWIOTHHUOOM Ha MPOTSDKEHUH 3 JIET TIOCIIe CMEHBI JICUEHUSI UMAaTHHUOOM

Ha HUWJIOTUHUO.

4.2. Pe:xuM 103UPOBAHMS H CIIOCO0 MPUMeEHEHHUsI
Tepanmo AOJDKCH MPOBOAWTH Bpay, I/IMGI-OHII/Iﬁ OIIBIT B JUArHOCTHUKEC U JICHCHUHN IMAIIUCHTOB C

XMJL

PexxuM 103upoBaHus

B cinyuae mpomycka ouepenHOW A03bI HE CleAyeT NPUHUMATh MpernapaTr JOMOJHUTENBHO,
CJIEAYIOLIYIO 103y IPUHUMAIOT B HA3HAYEHHOE BpEeMs.

[Tpenapatr Hunotunu6 noctynex B AByX J03upoBKax: Karcyinsl 150 mr u 200 wmr.

[Tpr HEOOXOIMMOCTH KOPPEKIIUH 03Bl Mpernapara A0 He KpaTHOH 150 mr, cieayeT NpUMEHsTh
npenapat HunotunuO, kancyinsl, 200 mr.

Ilepen Hauanom, yepes 7 qHEH NOCIIE HaYalla ¥ B IPOLIECCE JICUECHHUS ITPENapaToOM PEKOMEHYETCs
HPOBOUTH AEKTpokapanorpapudeckoe uccienoBanue (IKI)-uccnenopanue.

[lepen npumeHeHueMm mpenapara, HOpU HEOOXOAMMOCTH, CIEAYET NPOBOIAUTH KOPPEKIUIO
THIIOMarHieMUH M TUIOKAJIMEMHH. B mporecce JedeHuss peKOMEHJOBAHO KOHTPOJIHPOBATH
CoJIepKaHNe KaJlusl M MarHus B CHIBOPOTKE KPOBU, OCOOCHHO Y MAIMEHTOB C PHCKOM Pa3BUTHS
MeTaboIMYECKUX HapyIIEeHUH.

Ha ¢one mnpumeHeHuss HHJIOTHHHOA OTMEYalOCh YBEJIMYEHHE KOHIEHTpAalUUu OOIIero

XOJIECTCpHHA B CBIBOPOTKE KPOBH. PexomeHnmoBaHo OIIPCACIIATH JIMIIHATHBIN HpO(I)I/IJ'IB J0 HaydaJia
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roJi pU JJIUTETLHOM IPUMEHEHUU.

Ha ¢one nmpumeHeHHst HUJIOTUHHOA OTMEYAIOCh YBEIHMUEHHE KOHIIEHTPAIMU TJIFOKO3bI B TUIa3Me
KkpoBu. CiieryeT OlleHUBAaTh KOHLIEHTPALUIO IJIOKO3BI B IJIa3M€ KPOBH JI0 Havyajia JIEYeHUs, U Ipu
HEO0OXOIMMOCTH, BO BpeMs JICUCHUS! HIJIOTHHHOOM.

BceneactBue pucka pasBUTHS CHHApPOMA JIM3UCAa ONYXOJM IIepel] NPUMEHEHHEM Ipernapara
CIIeIyeT TMPU HEOOXOIUMOCTH CKOPPEKTHUPOBATH KIMHUYECKH BBIPAKCHHYIO JETHIPATAIMIO U
MOBBIIICHHYO KOHIIEHTPALMI MOYEBOU KUCIIOTHI.

Cremyet mpoBOIUTh PYTUHHBIA KOHTPOJIb OTBETA Ha Tepanuio y nanueHToB ¢ Ph+ XMJI, kak Bo
BpeMsi MPUMEHEHHUs MperapaTa, TaKk U B CIydyae M3MEHEHUs TEparnuu, C LEJbI0 BBISBICHUS
CyOONTUMAIbHOTO OTBETa Ha JIEYCHHE, IMOTEPH OTBETA, HEIOCTATOYHOW IPHBEPKEHHOCTH
NanueHTa K JICYCHUIO (KOMIUTAEHTHOCTH) HJIM BO3MOYKHOTO JIEKAPCTBEHHOTO B3aUMOJICHCTBUSI.
Koppekuuto tepanuu ciaeayer npoBOIUTh, OCHOBBIBASICh HA PE3yJIbTaTaX MOHUTOPUHTA.

s neuenus, enepasvie svissnennoco Ph+ XMJI 6 xponuueckoii ghasze y 63pocivix

PexomennoBan npuem HuiioTuHuOa B 103¢ 300 Mr 2 pasa B CyTkH (Kaxabie 12 gacoB).

s nevenus Ph+ XMJI 6 xponuueckoul ¢haze u gpasze axcenepayuu y 63pocivlx naAyueHmos npu
HenepeHoCUMOCMU Uil Pe3UCEeHMHOCMU K NpeouleCmsayroueti mepanuuy, 6Ki4as UMamuHuo
Pexomenmyemas no3a aunorunnOa cocrapiusier 400 mr 2 pasa B cyTku (Kaxapie 12 u).

Jleuenne mpenapaToM IPOBOIAT 10 TEX MOP, ITOKA COXPAHACTCS KIMHUIECKUH 3P deKT.
Koppexyus pesicuma dosuposanus npu pazéumuu cepbe3nvlx Hedceramenvuvix agnenuti (HA) co
CMOPOHbL cUCmeMbl KPOBemaopeHus, (mpomooyumonenus, HeumponeHus maxceiol cmeneHu)
[Ipy BO3HUKHOBEHMHM HEUTPOIIEHUM U TPOMOOIUTONEHUH, HE CBS3aHHBIX C OCHOBHBIM
3a0osieBaHneM, TpeOyeTcsi BpeMeHHass OTMEHa Ipenapara Wi YMEHbBIICHHWE €ro J03bl, B

3aBUCHUMOCTHU OT CTCIICHU BBIPA’JKCHHOCTH 3THX H:LL

Tabnuya 1. Koppekuuss 1036l Ipemapara B cllydyaeé BO3HHUKHOBEHUS HEWTPONEHUU WU
TPOMOOIIUTONIEHUH
Bnepssie CHuxenue 1. Ormena HuIOTMHMOA U TPOBEACHUE
BBISIBIICHHBII abCOJIIOTHOTO  YHCJIa | peryJsipHbIX KIMHUYECKHX aHAJIM30B KPOBH.
Ph+ XMJI B | HeilTpoduioB 2. Bo3oOHoOBIIeHHE B TeyeHHE 2-X Henelb
Xpormdeckoii paze — | <1 x 10%mn W/WIH | IeYEeHUs HUJIOTUHUOOM B n03e,
300 mr 2 pa3a B |uuciaa TpPOMOOIMTOB | IPUMEHSBIIENCS A0 TNpPEpHIBAaHUS Teparui,
CYTKH <50 x 10%n ecnmd  aOCOJIOTHOE YHUCIO HEUTpouioB
>1x10%1 wumM  YHCIO  TPOMOOIHTOB
> 50 x 10%n.
3. Ilpu coxpaHEeHMHM UUTOINECHUU MOMKET
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noTpeBbEATBr - oy Mokt © 00 fdspr

Hunotuau6a 10 400 mr 1 pas B CyTKH.

Ph+ XMJI  npu | CHmxeHue I. Ormena HWIOTHHHMOA ¥ TPOBEACHUE

PE3UCTCHTHOCTHU HJIU a0COJIFIOTHOTO  YHCIIa PETYIAPHBIX KIMHUYCCKUX aHAJIN30B KPOBH.

HEMEPEHOCUMOCTH HEUTpOoUIOB 2. Bo3oOHOBieHHE B TeueHHE 2-X HENIEeIb
IIpeILIECTBYIOLIEN <1x10%n W/WIN | JIeYCHUS HUWJIOTHHUOOM B no03e,
Tepanuu B | yMclla TPOMOOIMTOB | MPUMEHSBIIEICS OO NpPEepbIBaHUSA Teparuu,
XpOHHYecKoi (aze — | < 50 x 10%n ecnm  aOCOJIOTHOE  YHUCIO  HEHUTpoduiIoB
400 mr 2 pasa B >1x10%1 wumu  umMcio  TPOMOGOIMTOB
CYTKH > 50 x 10%m.

3. Ilpu coxpaHEHHMHM ULUTONECHUU MOXKET
noTpedoBaThCs YMEHbIIICHHE JI03BI

Hunotuan6a 10 400 mr 1 pa3 B CyTKH.

CHmxeHune 1. Ormena HWIOTMHHMOA U TPOBEICHHE
a0COIOTHOTO  YHMCJA | PEeryJsIpHBIX KIMHUYECKHX aHAJIU30B KPOBH.
HEUTPOHUIOB 2. Bo300OHOBJICHHE B TEUECHHE 2-X HEHIEb
<0,5x10%1  wwwm | neuenust HUWJIOTUHHUOOM B ose,
qrciia  TPOMOOITUTOB | MPUMEHSBIICHCS 1O TpPEpBhIBAHUS TEpaIuH,
<10 x 10%n ecnm  aOCOMIOTHOE  YHUCIO  HEHTpoduioB
>1x10%1 wwuam  9ucio TPOMOOIIUTOB
> 20 x 10%m.

3. Tlpu COXpaHEHWH IMTONCHUH MOXKET
noTpeboBaThCs YMEHbIIIEHHE JI03BI

HuotuHOa 10 400 Mr 1 pa3 B CyTKH.

Koppexyus peoicuma 0osuposanus npu pazeumuu cepbe3nvlx Hecemamono2uveckux HA

ITpu pa3BUTHM YMEPEHHO BBIPAXEHHBIX WM TSDKENBIX Heremarosnorudeckux HS, cBs3aHHBIX C
IpHEeMOM NpenapaTa, Tepanuo HUJIOTHHUOOM ClIeyeT pepBaTh.

[Tocne pazpemenus HS neyenune npenaparoM MOxeT ObITh BO300HOBIIEHO B 03¢ 400 Mr 1 pa3 B
cytku. [Tpu HeoOxoIMMOCTH BO3MOKHO MOBBIIIEHUE 103kl TTpenapaTa 10 300 Mr 2 paza B CyTKH y
NaIMEeHTOB ¢ BIepBble BhIsiBIeHHBIM Ph+ XMJI B xpornueckoit ¢aze u 10 400 Mr 2 pasza B CyTKu
npu tepanuu Ph+ XMJI B xponuueckoii ¢a3ze u (aze akcenepayy y B3pOCibIX NAIMEHTOB MPU
HENEPEeHOCUMOCTH WJIM PE3UCTEHTHOCTH K MPEAIIECTBYIONIEN Tepanuu, BKI0Yasi IMaTUHUO.
[Tpu yBennueHUN aKTUBHOCTH JIMIa3bl KpOBHU B 2 pasa Bbiiie BI'H, koHuenTpanuu 6minpyouHa B

3 paza Beiue BI'H win «aedeHouHbix» TpaHcamuHas B 5 pa3 Beimie BI'H 103y HunmotunmuOa
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pexkoMeHayercs cHu3HTh 10 400 Mr 1 pa3 B CyTKu uin B%ﬁﬂgg&%ﬁaﬁqmﬁﬂﬁg? 0002)

Bosmooichocms  ommenst mepanuu  y nayueHmos ¢ 6nepgvie @uvisasieHHviM Ph+ XMJI 6
xponuueckou ¢aze npu cmadbunvrom enyookom MO 4,5 na ¢one mepanuu nuromuHub6oMm Ha
npomsaxceHuu 3 iem

VY manueHToB, MOJy4YaBIIMX TEpanuio HWIOTHHHOOM B g03¢ 300 Mr 2 pa3a B CyTKH B TEUCHHE
NPEIIECTBYIONIMX 3 JIeT U JOCTUTIIHX TI1y0okoro MO, cTabMIbHOTO Ha MPOTSHKEHUH MUHUMYM
] roja HENOCPeNCTBEHHO Iepe]l MPEKpalleHUEM JI€UYEHHUs IpernaparoM, BO3MOXKHA OTMEHa
tepanuu. [Ipekpaiienue jgeueHus mpenapaToM J0JDKEH WHUIMHPOBATH TOJIBKO Bpad C OIMBITOM
nedyeHus nanqueHToB ¢ XMJL.

VY nmauuMeHTroB, JUIsl KOTOPBIX paccMaTpUBAETCS BO3MOKHOCTb OTMEHBI TE€palMM IPEnapaToM,
ClIeTyeT KOHTPOJIUpPOBaTh ypoBeHb TpaHckpunta BCR-ABL u noka3zatenn oOmEKINHUYIECKOTO
aHaJIM3a KPOBH C OIpeIeJICHHEeM JIEHKOIUTApHOI (OPMYITBI €KEMECSYHO B TEUEHUE NIEPBOTO roJ1a,
3aTeM Kaxxaple 6 Helenb B TeUeHUE BTOPOTo rojia U jajee Kax/ple 12 Henens.

Jlng nmanueHToB, y KOTOphIX BbisiBieHa noteps MO 4,0, Ho He 00JIbIIOr0 MOJIEKYJISIPHOTO OTBETA
(BMO) B Teuenue mnepuoma Oe3 JjedeHus, ypoBeHb TpaHckpunta BCR-ABL cnenyer
KOHTPOJIMPOBATh KaxJble 2 HEAeNU J0 TeX Mop, Mmoka ypoBeHb TpaHckpunta BCR-ABL He
BepHeTcs B Auana3zoH mexay MO 4,0 u MO 4,5. ITauueHTsl, y KOTOPBIX YPOBEHb TPAHCKPUIITA
BCR-ABL coxpansiercs B numanazone mexay BMO u MO 4,0 B TeueHne kKak MHHUMYM 4
MIOCJIEIOBATEIBHBIX U3MEPEHH, MOTYT BEpPHYTHCS K TIEPBOHAYAIILHOMY I'pa)uKy MOHUTOPHUHTA.
[Tpu motepe BMO cneayeT BO30OHOBHUTH TEpanvi0 HUIOTUHHOOM B TeueHUE 4 HeNeNb IMOoclie
JIMarHOCTUPOBAHUS MOTEpU peMuccuu. Jleuenue cieayer Bo3oOHOBIATH B 1o3e 300 mr 2 pasa B
CYTKH WJIH B yMeHbIIeHHOH 103e 400 Mr 1 pa3 B CyTKH y NAI[MEHTOB, OTYYaBIINX YMEHbIIEHHYIO
703y TperapaTta Iepel NpekpauieHueM Tepanuu. [lpu BO30OHOBIEHHM JI€UEHUS CIIETYeT
€XKEMECAYHO KOHTpOJIMpOBaTh YypoBeHb TpaHckpunta BCR-ABL Bminors 10 mOBTOpHOTO
noctmxenuss bBMO.

Bosmoorcnocms ommenvl mepanuu npu cmadbunrvbnom enyboxom MO 4.5 na ¢gone mepanuu
HUTOMUHUOOM HA npomsadceHuy 3 1em nocie CMeHbl J1eYeHus UMAMmuHUOOM Ha HULOMUHUO

VYV mnainueHToB, MONYYaBIIMX TEPANMIO IPENapaToM B TEUEHHE NPEAIIECTBYIOIIUX 3 JIET, U
JTOCTUTIIHX T1y06okoro MO, cTaGHIIBHOTO Ha MPOTSHXKEHUU MUHUMYM | TO1a HEMOCPEICTBEHHO 10
MPEeKpalleHus] Tepanuy IpenaparoM, BO3MOKHAa OTMeHa JeudeHus. [IpekpaiieHue Tepanuu
IpenapaToM J0HKEH HHUIMUPOBATh TOJIBKO BPay C OMBITOM JieueHUs nanueHToB ¢ XMJL.

VYV nanueHToB, AJi1 KOTOPBIX pPAacCMaTpPUBAETCS BO3MOXKHOCTh OTMEHBI TEPANMH IPENapaToM,
clelyeT KOHTPOIUpoBaTh ypoBeHb TpaHckpunTa BCR-ABL u moka3zatenu oOmEeKITHHUYECKOTO
aHaJM3a KPOBH C OTNpeIeTICHUEM JIEHKOIIMTAPHON (DOPMYJIBI €XKEMECIIHO B TEUEHHE ITEPBOTO ro/ia,

3aTeM Kaxkble 6 HeJleTb B TEYEHUE BTOPOTO ro/ia, U Jajiee Kaxaple 12 Henenb.
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Jnst marmenToB, y KoTopbix BoigBieHa norepsa VO 4,0, Ho e G6mbmtoro ﬁ&i‘e‘i‘ﬁf—a‘fﬂgﬁbﬁo rbera

(BMO) B Teuenue mnepuoma Oe3 isedeHus, ypoBeHb TpaHckpunta BCR-ABL crnemyer
KOHTPOJIMPOBaTh KaXKAble 2 HEAENu 10 TeX Mop, noka ypoBeHb TpaHckpunrta BCR-ABL ne
BepHeTcsl B auarna3zoH mexay MO 4,0 u MO 4,5. [TaiueHTsl, y KOTOPbIX YPOBEHb TPAHCKPHUIITA
BCR-ABL coxpansercs B nuamazone Mexay bMO u MO 4,0 B TedeHne Kak MUHUMyM 4
MOCJIEIOBATEIbHBIX U3MEPEHHI, MOTYT BEpHYTHCS K IIEPBOHAYAIILHOMY I'pa)uKy MOHUTOPHUHTA.
VY nanuenToB ¢ noarBepxkaeHHon norepeid MO 4,0 (2 mocneaoBaTelIbHbIX aHANIM3a ¢ UHTEPBAIOM
4 menenu, noareepxaaronux morepro MO 4,0) wiu notepeit BMO sieuenue npemnaparom clieryet
BO300HOBUTh B TedeHUE 4 Heleslb I0cie JUArHOCTUPOBAHMS IMOTEPU pPEMHUCCHU. Tepanuro
HWIOTHUHUOOM B0O300HOBISAIOT B A03¢ 400 Mr 2 pasa B cyTku. [Ipy BO30OHOBIEHUM Teparuu
CIIEIyeT €KEMECSIUHO KOHTPOJIUPOBaTh ypoBeHb TpaHckpunta BCR-ABL BIioTs 10 OBTOPHOTO
Jnoctkenus npeamectytomux bMO unun MO 4,0.

Coomeemcmeue kpumepusam ommeHvl mepanuu

VY nmanueHToB ¢ MOJATBEPKACHHOI dKcTpeccuei TunniHbiX TpaHckpuntoB BCR-ABL el3a2/b2a2
win €14a2/b3a2 npu COOTBETCTBHHM KPUTEPHSIM BO3MOXHO PAaCCMOTPEHHE BOIIPOca 00 OTMEHE
tepanuu. Hamuume tunuuyneix TtpaHckpuntoB BCR-ABL HeoOxomumo [isi BO3MOXHOCTH
OIpeieNIeHUs YPOBHS UX 3KcIpeccuu, TIyouHbl MO 1 OLIEHKH BO3MOKHOM ITOTEPH MOJIEKYJIIPHOM
PEMUCCHHU T1OCIIE IPEKPALLEHUS TEPAIIUH IIPENapaToM.

Koumpons nocne npekpawenus mepanuu

VY nauuMeHTroB, UIsl KOTOPBIX PacCMaTpUBAETCS BO3MOXKHOCTb OTMEHBI TEpalUH IPENaparoM,
MOHUTOPUHI ypoBHS TpaHckpunta BCR-ABL HeoOXxoauMo mpoOBOIUTH NpU  MOMOIIU
JUArHOCTHYECKOI0 KOJMYECTBEHHOTO TEeCTa, BaJWAMpOBaHHOro maisi onpenenenus MO c¢
MUHUMAaJIbHON 4yBCcTBUTENbHOCThIO MO, paBHOMy 4,5. Yposenbp TpaHckpunta BCR-ABL
clleflyeT ONpeAessaTh nepea OTMEHOW Tepanuy, a TakkKe Ha MPOTSHKEHUU Nepruosa 0e3 JIeYeHus.
ITpu nmotepe BMO unnu noareepkaeHHoil norepe MO 4,0 (aBa mocieqoBaTeNbHBIX aHAIN3a C
uHTEepBAIOM 4 Hejenu, noAarBepkaaromux norepio MO 4,0) crieayer BO300OHOBHTH JICUCHHE
[pernapaToM B TeUeHHUE 4 HeJeNb ocie TMarHOCTUPOBAaHUS OTepU peMuccuu. st onpenenenus
BO3MOXHOH moTepu MO HeE0OXOJUMO PEryisipHO M YacTO OIpPENeNATh YPOBEHb TPAHCKPHUITA
BCR-ABL u nmpoBoauTh OOIIEKIMHUYECKHH aHAIN3 KPOBH C ONpEAEICHUEM JIEHKOIUTapHOH
bopMyIIBL.

[TaruenTam, kotopble He cMoriau 1ocTUrHyTh BMO cryctst Tpu Mecsiia mocie BO30OHOBJIEHUS
JeyeHust, HeoOOXOAMMO MPOBECTU HCCIICOBAaHUE Ha OIpeJesieHHe MyTalluid KMHA3HOTO JIOMEHa
rera BCR-ABL.

Oco0ble TPVIIILI TAIMEHTOB

llayuenmul ¢ napywenuem ynKyuu nevenu
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[TockonpKy Mpu MPUMEHEHUH HUJIOTUHUOA Y uHeHTo‘g_Ig'ﬁa%%ﬁ&ﬁwg&ﬁzﬁ%;%ﬁ HE

OTMEYAJIOCh 3HAYUTENBHOIO W3MEHEHMs (apMAaKOKMHETHYECKHX [apaMeTpoB HHIOTHHHUOA, Y
NAIMEeHTOB JTAHHOU KaTeropuu He TpeOyeTcsi KOPPEKINH pexXrMa T03UpOoBaHNs HUI0THHHOA. Tem
HE MEHEee, IPUMEHATh HUIOTUHHUO y 3TUX MalMEHTOB CIEAYET C OCTOPOKHOCTHIO.
Tayuenmsi ¢ HapyweHuem QyHKyuy novex
Her pmaHHBIX 1O NpPUMEHEHWIO HWJIOTHHMOA Yy NAlMEHTOB C HapyIIeHHWeM (YHKIHUU IOYEK
(KOHLIEHTpalMsl KpeaTMHUHA B I1a3Me KpoBU B 1,5 pa3a > BepxHell rpanuibsl HopMmel (BI'H)).
[TockonbKy TMOYKHM HE WrparOT CYIIECTBEHHOM pOJIM B BBIBEICHWHM HUIOTHMHHOA U €ro
MeTabOIUTOB, HE O0XHAACTCS CHUXKEHHS OOILIEro KIMpeHca HWIOTHHHMOA MPU MPUMEHEHUU Y
NAIMEHTOB JaHHON KaTEerOpHH.
Tlayuenmoi ¢ HapyweHusaAMU CO CMOPOHBI CePOUHO-COCYOUCTOTL CUCTEMb]
[TockonbKy KJIMHUYECKWE JIaHHBIE MO MPUMEHEHHUIO HUJIOTHHHOA y MAIMEHTOB C TSKEIBIMU
3a0o0yieBaHUsMU cep/iia (B T. 4. HECTAOMIbHON CTEHOKapAUEH, HEKOHTPOIUPYEMOM XPOHUYECKON
CepACYHON HEIOCTATOYHOCTHIO, BBIPAKCHHOW OpaguKapaueidl WM HEIaBHO IIEPEHECEHHBIM
UH(PAPKTOM MUOKap/a) OTCYTCTBYIOT, CIEAYET C OCTOPOKHOCTBIO MPUMEHSTH Mpernapar y 3THX
MalUEHTOB.
Tlayuenmwi 6 603pacme > 65 nem
B xIMHUYECKHX HMCCIETOBAHUAX MALMEHTH B BO3pacTe > 65 JIeT ¢ BHepBbIe BBISIBICHHOM Ph+
XMIJI B xponmnueckoii (aze u asze akcenepanuu ¢ HENEPEHOCUMOCTHIO WIIM PE3UCTEHTHOCTHIO K
MpeIecTBYIONIEH Tepanuu, BKIoYas UMaTuHuO, coctaBimsuid 12 % u 30 % ot obuiero yucna
NalMEeHTOB, COOTBETCTBEHHO. CyIIECTBEHHBIX OTAUYMN B I(P(GEKTUBHOCTH U 0€30MaCHOCTH
NPUMEHEHUS HUJIOTHHMOA y MAllMeHTOB JaHHOM KaTeropuud B CPAaBHEHUM C MAlMEHTaMH B
Bo3pacte oT 18 10 65 jeT BhIBICHO HE ObLIO.

€TH
bezonacHocTh 1 3 deKTUBHOCTh IpenapaTta y AeTedl B Bo3pacTe 10 18 jeT He YCTaHOBIIEHHBI.
JlaHHBIE OTCYTCTBYIOT.

Criocob nnpuMeHeHu s

Hunotunu6 cnenyer npuHUMaTh BHYTPh uepe3 2 yaca nocie efpl. [locne npuema HUIOTHHUOA
IIPUHUMATh [IUILY CIEAYET HE paHee, yeM uepes | gac.

Karicynbl He06X01MMO NPOTIaThIBAaTh LEIUKOM, 3allUBasi BOJOM.

Jl1s manyMeHToB ¢ 3aTpyJHEHHBIM IJIOTAHUEM BO3MOKHO PACTBOPEHHE COAEPKUMOIO Karcynl B
OJTHOW YaifHOM JI0’KKe sI0JI0YHOTO MIOpEe HEMOCPEACTBEHHO Mepen npueMoM. [[ns pacTBopeHus
COJICPKMMOTO KarlCyJl CiIeyeT UCIOIb30BaTh TOJNbKO si6104yHOE mope. CoJepKuMoe Karcysl He

CJIeyeT PacTBOPATH 00Jiee YeM B OJHOU YaHHOM JIOKKE S0JI0YHOTO TOpe.
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(NOCNEQCBATENEHOCTE 0002)

4.3. IlpoTUBONOKA3aAHHS

® TUINEPYYBCTBUTEILHOCTh K HWJIOTHHUOY W/MIM K JIIOOOMY M3 BCIOMOTATEIbHBIX BEILIECTB,
IIEPEUUCIICHHBIX B pa3zene 6.1;

e 0OEpEeMEHHOCTh U MEPHOJ IPYIHOTO BCKAPMIUBAHHMS.

4.4. OcoOble yka3aHMsl M1 MepPbl NPeI0CTOPOKHOCTH NPH PUMEHEHUH

Hunotunu6 cienyer ¢ OCTOPOKHOCTHIO IPUMEHSATH Y TAIIUEHTOB C (DaKTOpaMH PUCKA YIJTHHEHUS

unrepBaia QT nHa OKI: ¢ BpoxaeHHbIM yJiuHeHHMeM uHTepBasia QT, ¢ MeaMKamMeHTO3HO

HEKOHTPOJIMPYEMBIMU WIIH TSXKEJIbIMU 3a00JI€BaHUAMU cep/La (BKI0Uasi HEIaBHO IIEPEHECEHHBIN

UHaAPKT MUOKapa, XPOHUYECKYIO CEPJICUHYIO HEIOCTaTOYHOCTh, HECTAOMIIBHYIO CTEHOKAPIUIO

WIN KIMHUYECKU 3HAUMMYIO OpaiuKapaunio), ¢ HapyIIeHUsIMHU (QYHKIIMH IEUYEHH, C TAHKPEaTUTOM

(B TOM 4mClIe B aHAMHE3E).

Huotunu6 He ciepyer NpUMEHSATh OJHOBPEMEHHO C MpernapaTaMu, sBISIOIIUMUICS MOIIHBIMU

uHrunouropamu nzopepmenta CYP3 A4 umn yrmasromumu natepsan QT, ocoOeHHO manueHTam

C TUIOKAJIMEMUEN M TMIOMarHueMuen (BO3MOXKHO 0ojiee BBIPAKEHHOE yAJIMHEHHE MHTEpBajia

QT).

Cnenyer uzberaTb OJAHOBPEMEHHOI'O NPUMEHEHUS HWJIOTMHMOA C Tpedn(pyTOBBIM COKOM M

JPYTUMH MIPOJYKTaMH, SBISIOMIMMUCS U3BECTHBIMU MHrHOUTOpamu n3opepmenta CYP3A4.

Jleyenue 1OKHBI OCYIIECTBIATH CIIEHUAINCTBI, UMEIOIIME ONBIT JieueHuss XMJIL.

Muenocynpeccus

[Tockonpky TMpH TOPUMEHEHWH HUJIOTUHHUOA BO3MOXKHO pa3BUTHE TPOMOOIUTOIICHUH,
HEUTpOTICHUH W aHeMHH (HauOosiee yacTo y mamueHToB ¢ XMJI B (haze akcenepanun), ciaemayer
MIPOBOJIUTH KIIMHUYECKUM aHATN3 KPOBHU KaXkIble 2 HECIIU B TEUCHHE TIEPBBIX 2 MECAIIEB TepaNuu
mpemapaToM, a 3aTeM — eXEeMECAYHO WIM B clydae KIMHHUYECKOH HeoOXOIUMOCTH.
Muenocympeccusi, Kak TMpaBuiio, Oblla oOpaTuMoil U KoHTponupyemoil. Hopmanuzanuum
KOJTMYECTBA TPOMOOIIUTOB M HEHUTPOPWIOB OOBIYHO YyJABAIOCh JOCTHYb IOCIE BPEMEHHOTO
MpEKpaIICHUs TEPAMUH HIJIOTUHUOOM WJIM CHUYKEHUS JI03bI Mperapara.

Cnyyan BHE3AITHONW CMEPTH

[Tpu mpuMeHeHUH HUJIOTMHHOA B KIMHUYECKUX HCCIEIOBAHMIX OTMEYAIIMCh Cllydau (4acToTa
0,1-1 %, rpamanus — «HE4YacTO») BHE3AMHON CMEpPTH MAIMEHTOB C 3a00JEBaHUSAMU Ceplla WU
BBICOKMM DPHCKOM Pa3BHUTHS OCIOKHEHHH CO CTOPOHBI CEPACUYHO-COCYIUCTON CHCTEMBI. OTH
MAIMEHTHl YaCTO UMEJH COMyTCTBYIOIINE 3a00I€BaHUS U MOTyYaad COMyTCTBYIOIIYIO TEPAIHIO.
Hapymenus penonsipu3aiiiy )KexyJI09KOB MOTYT SIBJISITHCSI JOTIOTHUTEIHHBIM (PaKTOPOM pPHUCKA.
[To maHHBIM MTOCTPETUCTPAIIMOHHBIX UCCIEAOBAHUN pacueTHas YaCTOTa CIOHTAHHBIX COOOIIEHU
0 ciydasix BHe3anHou cmeptu coctaBuia 0,02 % Ha 1 manuenTa B roj.

OClIOKHEHMS CO CTOPOHEI CEPACYHO-COCYINCTON CHCTEMEI
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[Ipy npuMeHeHWHM  HWIOTMHHOA B KIT aneCKﬁQ':'::r/;@ﬂ;é%@éia%%ﬁ':gT:'rgf{%:' B

MIOCTPETUCTPALMOHHBIX UCCIIENOBAHMAX Yy MALMEHTOB C BIEPBBbIE NMATHOCTUPOBAHHBIM XMJI,
OTMEUEHBI CIIy4an Pa3BUTHUS OCIONKHEHUM CO CTOPOHBI cepieuHO-cocyaucTon cucrembl. HA 3 n 4
CTETIEHU BKJIIOYAJIM B ce0s1 OKKIIIO3UIO NTepU(epruecKuX apTepHii, HIIIEeMUYECKyr0 O0JIe3Hb cepaLa
U MIIEMUYECKHE LEepeOpOBACKYIISPHBIE SIBICHUS.

ITpu mosiBIEHMM COOTBETCTBYIOIIMX 3Kajl00 WM CHUMIITOMOB OCTPBIX HApyLIEHUH CO CTOPOHBI
CEpACYHO-COCYIUCTON CUCTEMBI MALUEHTY CIEAyeT HEMEIJICHHO OOpaTUTbCA 33 MEIAULUHCKOU
nomoteto. Crenyer KOHTPOIMPOBATH (YHKIMIO CEpASYHO-COCYAMCTOM CHUCTEMBI, a TaKXe
OLIEHUBATh (PaKTOPbI PUCKA PA3BUTHUS OCIONKHEHUI CO CTOPOHBI CEPAEUHO-COCYIUCTOM CHCTEMBI
Ha BCEM MPOTHKECHUH TEPATUH HUJIOTHHUOOM.

3azepKKa KUIKOCTH

B KIMHMYECKUX MCCIIEOBAaHUSAX Y MALMEHTOB C BIEPBbIC JTuarHoctupoBaHHbiM XMJI HeuacTo
(0,1-1 %) oTmevasnHch TsKENbIe (OPMBI 3aIEPKKH JKUAKOCTH, TAKUE KaK BBIIOT B TUICBPATBLHYIO
MOJIOCTh, OTEK JIETKUX U BBITIOT B TOJIOCTh Neprukapa. CXoIHbIe cliydan ObLIIM OTMEUYCHBI TaKKe
Y [IPU IPUMECHCHHH TIperiapara B KIIMHUYECKOM IPAKTHKE B IOCTPETUCTPAIMOHHOM miepuoe. [Ipu
BHE3alTHOM M OBICTPOM YBEIMYEHUH MacChl Tejla y TAalMeHTa, IOIyYaloulero JeYeHUue
HWIOTUHUOOM, CIICAYET MPOBECTH TIIATEIBHOE OOCICIOBAHUE C IIETbIO BBISICHCHHUS MPUYMHBL
[Ipy TOSBICHUM CHMITOMOB 3aJCPXKKHA IKUJAKOCTH TSIKEIIONH CTEIEeHH CJCIyeT YTOYHUTH
ATHOJIOTHUIO JTAHHOTO SIBJICHUS ¥ IPOBECTH COOTBETCTBYIOIIEE JICUCHHUE.

PeakTuBanus Bupyca rematura B

VY nmauMeHToB, ABISAIOIIMXCS HOCUTEISIMU BHpyca renartuta B, BO3MO)kKHa peakTHBalys JaHHOTO
BUpYca rocie Tepanuu npenapatamu uHruoutopamu BCR-ABL THpo3uHKHHA3bI, TAKUMHU Kak
HWIOTUHUO. B HEKOTOpBIX ciydasXx MpHU NPUMEHEHHUU MpEernaparoB JaHHOTO Kiacca OTMEYEHO
pa3BUTHE OCTPOM EUEHOYHOH HEAOCTATOUHOCTH W (PYTbMUHAHTHOT'O I'€TIaTUTA, IPUBOJUBIINX
K TPaHCIUIAaHTALMK NTEYEHH UJIH JIETAIBHOMY UCXOLY.

[Tepen HauanoM Tepanuu MpenapaToM BCEX MALUEHTOB CIeyeT 00CIe10BaTh HA HATMYKE BUpyca
renatuta B. Cieagyer Takxke IpoBecTH OOCIEAOBAaHME MNAIMEHTOB, MOIYYAIOLIMX TEPAIHIO
npenapaToM B HAcToslllee BpeMs, Ha HalWdyve MHPUUUPOBaHUS BHUpyca rematuta B c¢ menbro
BBISIBJICHHUSI HOCHTEJEH JaHHOro Bo30yautens. [Ipu mosyueHUM MOJIOKUTENBHOTO pe3ysbTara
CEepPOJIOTUYECKOr0 TECTUPOBaHUS (B T. Y. MPH aKTUBHOM HWH()EKIMOHHOM Tpolecce), ClaeayeT
IIPOBECTH KOHCYJIbTALMIO IAllMEHTa Yy TenaTojora M CHEelHUaIucTa MO JICYEHUI0 BUPYCHOTO
renatura B, Kak B ciydae mepe] HadaloM TepaluM IpernaparoM, Tak U Uil NAlUEHTOB,
MOJIyYaIOLUX TEPANHUIO IPENAPATOM B HACTOSIIEE BPEMSL.

CocTosiHME ManMeHTa, SBJSIOUIETOCS HOCHUTEJIEM BHpyca remarura B, mpu HeoOXOoAMMOCTH

JICYCHUS Np€rapaToM CICAYCT TIIATCIbHO KOHTPOJIUPOBATh HA MPCAMET PA3BUTHUA IPU3HAKOB U
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CUMITOMOB aKTHBHOTO MH(PEKIMOHHOTO Mpole¢ca, KaK '@%ﬁ&%ﬁaﬁ%ﬂﬁ%ﬁﬁﬁ,% U B

TEUEHUE HECKOJIBKUX MECALIEB MOCIIE €€ OKOHYAHUS.
JlabopaTopHBIi KOHTPOJIb VY nanueHToB, ¢ Ph+ XMJI B xpoHuueckoil dhase, JOCTUTIIUX TIYOOKOro

MO

Coomeemcmeue Kpumepusam 0 OMMeHbl mepanuu

VY nmanueHToB ¢ MOJATBEPIKACHHO dKcTpeccuei TunniHbIX TpaHckpuntoB BCR-ABL el3a2/b2a2
win €14a2/b3a2 npu COOTBETCTBHM KPUTEPHSIM BO3MOXKHO PAaCCMOTPEHHE BOIpOca 00 OTMEHE
tepanuu. Hamwmume tunmuneix TtpaHckpuntoB BCR-ABL HeoOxomumo st BO3MOKHOCTH
OIpeieNIeHus yPOBHS UX 3Kcnpeccuu, ITyorHbl MO 1 OLIEHKH BO3MOKHOM ITOTEPH MOJIEKYJIIPHOM
PEMUCCHH T10CIIE€ IPEKPALEHUS TEPAIU IIPENapaToOM.

Koumponw nocne npexpawenus mepanuu

VY nmanueHroB, AJs KOTOPBIX PAcCMaTpUBAETCs BO3MOXKHOCTb OTMEHBI TEPAIlMU IPENapaToM,
MOHUTOPUHI ypoBHS TpaHckpunta BCR-ABL Heo0xoauMo mOpOBOIUTH HpU  [TOMOIIU
JUArHOCTHUYECKOI0 KOJMYECTBEHHOI'O TECTa, BaJWAMpPOBaHHOro mais onpenenenus MO c¢
MUHUMAaJIbHON 4yBcTBUTENbHOCThIO MO, paBHOMYy 4,5. Yposenbp Tpanckpunta BCR-ABL
clleflyeT ONpeAessaTh nepes OTMEHOW Tepanuy, a TakXkKe Ha MPOTSHKEHUHU Meproaa 06e3 JeueHus.
[Tpu nmorepe BMO wunu noarsepxaeHHoil morepe MO 4,0 (2 mocnenoBaTenbHBIX aHaIN3a C
uHTepBajgoM 4 Henenu, noarBepxkaaromux mnorepro MO 4,0) cienyeT BO30OHOBUTH JICUCHUE
[IpernapaToM B Te€UEHHUE 4 HEJeNb NI0CIIe JUarHOCTUPOBAHUS 10Tepu peMuccuu. i onpenenenus
BO3MOXHOH motepu MO HeoOXOIMMO PEryisipHO U YacTO ONpPENENATh YPOBEHb TPAHCKPHIITA
BCR-ABL u npoBoIuTh OOIIEKIMHUYECKHH aHAJIM3 KPOBH C OINpeNeNeHUuEM JIeHKOoUUTapHON
(bopMyIIBL.

KouTpois 1a00paTOPHBIX JTAHHBIX

Jlunuonwviii npoguns cviopomku Kposu

B xmmuHnueckom wuccrnenoBanuu y 1,1 % mnamueHTOB C BHepBbie BbISBICHHBIM Ph+ XMJI,
noJyyaBIIMX HUJIOTHUHHUO B 103e 400 Mr 2 pa3a B CyTKHM OTMEUAJIOCh 3HAYUMOE YBEIMUYEHHUE
KOHIEHTpaluu OOIIEro XOJIECTEPUHA B CHIBOPOTKE KpoBH. OJIHAKO y MallMEHTOB, MOITYYaBIINX
HWIOTHHUO B 103e 300 Mr 2 pa3a B CyTKH, HE OTMEYAIOCh OJJOOHOTO YBEINYEHHS KOHLIEHTPAIH
XOJIECTEpPHUHA B CBIBOPOTKE KPOBH. PexoMeHayeTcs onpenensTh JUIUAHBINA TpoQuis 10 Hadana
Tepanuu HWJIOTHUHUOOM, a Takke uepe3 3 U 6 MecsieB Iocie Hayaja JIeYeHUs MpernapaToM, U
MUHHUMYM | pa3 B TOJ NpH JIIUTENBHOM PUMEHEHHH.

Crnenyer coOirofaTh OCTOPOXKHOCTH TPH  HEOOXOTUMOCTH NPUMEHEHHS HHTHOUTOPOB
I'MI'-KoA-penykras3sl (THIOJIMIIUAEMUYECKHE CPEACTBAa) OJAHOBPEMEHHO C HUIOTHHHOOM,
MOCKOJIbKY MyTh MeTabonuueckux mpeBpameHuii uHruOutopo ['MI-KoA-peaykrass

npoucxofuT npu yuactuu uzopepmenta CYP3A4 (cm. paznen 4.5).
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TENEHOCTE 0002)

TOC B A
Konyenmpayus enoxo3svl 6 niasme kposu (MOCNEOCEA

B xnmHMuYeckoM wuccienoBanuu y 6,9 % manueHTOB C BIEpBbIe BbIsABICHHBIM Ph+ XMJI,
noiay4aBmuxX HUJIOTUHUO B 03¢ 400 Mr 2 pasa B CyTkd, U y 7,2 % MalMeHTOB, MOTyYaBIIUX
HUoTHHUO B 703¢ 300 Mr 2 pasza B CyTKH, OTMEUYAJIOCh 3HAYMMOE IMOBBHIIICHUE KOHIICHTPAIIUU
IJIFOKO3BI B TUIa3Me KpoBH. ClieyeT OIeHHWBATh KOHIEHTPAIUIO TJIFOKO3bI B IJIa3ME€ KPOBHU JIO
Hayvaja JICYCHHs], a TAKXKe, TPU HEOOXOAUMOCTH, BO BpEeMs JICUCHUST HUIOTHHHOOM.

Togvluenue akmugnocmu 1UNa3bl NAA3MbL KPOBU

[Ipu yBenMYeHUH aKTUBHOCTH JIUTIA3bI B IJIa3ME KPOBH, COMPOBOXKIAIOIIEMCS a0 IOMUHAILHBIMU
CHMIITOMaMH, TpUEM IMpernapara JOHKEH OBITh MPEKpaIleH, MPOBEACHO COOTBETCTBYIOIIESE
o0cleoBaHuE NAIMEHTA C 1eJIbI0 UCKIIIOUEHHS TAaHKPEeaTUTa.

HaDYI_HeHI/ISI d)VHKI_[I/II/I IICUYCHHU

[lpu npuMeHeHHH HUJIOTHHHOA PEKOMEHIYETCS TPOBOIUTH €KEMECSYHBIH KOHTPOJIb (YHKIIUU
Ne4YeH! (TpaHCaMUHAa3bl, OMIIUPYOUH).

IlanmeHThI C racTPOKTOMUEN B aHAMHE3E

[TockonbKy y MalMEHTOB C TOTAJLHON TaCTPAIKTOMUEH B aHAMHE3€ OMOJ0CTYTHOCTh HIJIOTUHHOA
MOJKET OBITh CHI)KEHA, HEOOXOAUM TIIATEIbHBIA KOHTPOJIb COCTOSIHUS JAHHBIX MAlMEHTOB.

CHHIpOM JIM3HCA OIYXOJIH

BcenencrBue pucka pa3sBUTHsS CHHApPOMA JIM3MCA OIYXOJM IIepel] NMPHUMEHEHMEM IIpernapara
ClelyeT NMpU HEOOXOIMMOCTH CKOPPEKTHUPOBATh KIMHUYECKH BBIPAKEHHYIO JErMIpaTallii0 U
MOBBIIICHHYIO KOHIIEHTPALMI MOYEBOM KUCIIOTHI Y AIUEHTOB.

BcnoMorarenbHEIE BEIIECTBA

Jlakmosa
[TatmenTaM C peAaKo BCTPEYAOUIEHCS HACIEICTBEHHOM HENEPEHOCUMOCThIO TalaKTO3bl,
nedUIUTOM JaKTa3bl JOMaped WM TIIOKO30-TaTaKTO3HOW ManbaOcopOIueil He ciexyer

NPUHUMATh JaHHBINA JEKapCTBEHHBIN Mpemnapar.

4.5. BzaumojeiicTBue ¢ JIPYrHMH JeKAPCTBEHHbIMM IMpenaparaMd M JApyrue BHIbI
B3aMMO/JEHCTBHUA

Hunotnnu6 Merabonau3upyercs riiaBHbIM 00pa3oM B nieueHH ¢ yuactueM usopepmenta CYP3A4,
KOTOPBIA SIBJISIETCSI OCHOBHBIM (PAKTOPOM OKUCIHMTEIbHOro MeTabonu3ma. HumotuHuO Taxke
ABIIIETCS CYOCTpaTOM Ui CHCTEMBbl BBIBEJCHUS MHOTHMX JIEKAPCTBEHHBIX CPEICTB —
P-rmuxonporenna (P-I'TI). Ha aGcopOruio ¥ mociaenyromyo 3 IMMUHAINI0 HUJIOTHHHOA, MOTYT
HOBIUATH Mpenapatsl, AercTByrone Ha nsodpepment CYP3A4 n/unu P-T'TL.

.HeKaDCTBeHHI)Ie CpeacCTBa, KOTOPHIC MOTYT NMOBBINIATH KOHIICHTPAIIHUIO HIJIOTMHHOA B INTa3Me

KpOoBU
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B xnmHMYeckux ucciae10BaHusSX IpU IpUMEHEHHU HETOTHH6A BYeTe C AT BN (1%/%%@”

u unruourop mzopepmenta CYP3A4 u P-I'Tl), oba mpenapara HE3HAUUTEILHO MHTHOMPOBAIN
nzodepment CYP3A4 u P-I'TI, npu sTom mutomniaas moa KpuBoi «konueHtpanusi-spems» (AUC)
nMaTtuHuOa rmosbeimaiack Ha 18-39 %, a AUC aunotunn6a — Ha 18-40 %.

buonocrynHocts HUIOTMHMOA y 370pPOBBIX JOOPOBOJBIEB yBEIMYMBAJIACh B 3 pasa Ipu
OJTHOBPEMEHHOM MPUMEHEHUH C MOUTHBIM HHruOouTopoM n3opepmenta CYP3 A4 keTOKOHA30I0M.
Crnenyer u3beratb OJJHOBPEMEHHOTO NMPUMEHEHUS HUJIOTUHHOA C MpernapaTtaMu, SBISIOIIUMUCS
MOIIHBIMHA HHTHOUTOpaMu n3odepmenta CYP3 A4 (Hanpumep, KETOKOHA30JI0M, HTPAKOHA30JI0M,
BOPUKOHA30JI0M, PHUTOHABUPOM, KIAPUTPOMHIMHOM U TEIUTPOMHLIMHOM) M PacCMOTPETh
BO3MOXKHOCTh aJIbTEpPHATUBHOM Tepanuu JIEKApCTBEHHBIMU CPEICTBAMH, HE MHTHOMPYIOIIUMHU
WM He3HauuTenbHo umHruompyrommmu nzopepmeHT CYP3A4. [lpu HEoOXOAMMOCTH JEUCHHS
npenapatamy, SBISIOLIMMUCA MOIIHBIMU HHrubutopamu unzopepmenta CYP3A4, neuenue
HWIOTHUHUOOM JOJDKHO OBITh, IO BO3MOXKHOCTH, IpuoctaHoBieHo. Ilpu HeobGxoaumoctu
OJTHOBPEMEHHOTO TpPHUMEHEHHsS HWJIOTHHHOA C TMpernapaTtamu, SBISTFOIIAMUCS MOITHBIMU
uarunouTopamu m3odepmenta CYP3 A4, HeoOX0IMMO TPOBOANTH TIIATEIHHBINA HHIUBUYaTHHBIN
KOHTPOJIb JUIsI BBISIBIIEHUS] BO3MOXKHOT'O yiIMHEeHUs uHtepsaia QTcF.

Crnenyer Takxe u30erarb OJHOBPEMEHHOI'O IPUMEHEHUs HUIOTHHHUOA C TpeinhpyTOBBIM COKOM
U IPYTUMU TIPOTYKTaMHU, SIBIISTFOLIMMHCS U3BECTHBIME HHTHOUTOpamu n3odepmenta CYP3A4.

.HeKa‘DCTBeHHBIe Cpe€acCTBa, KOTOPHIC MOI'YT CHMXXAaTh KOHIICHTPAIIUIO HUJIOTUHHOA B [J1a3Me KpOBH

Nunyxrops! nuzopepmenta CYP3A4 mMoryr ycumimBaTh MeTab0IM3M HWIOTHHUOA U CHUXKATh €ro
KOHIIEHTPALUIO B T1a3Me KpoBU. [Ipy 0JHOBpEMEHHOM IpueMe ¢ JIeKapCTBEHHBIMH CPEJICTBAMH,
apisgomMucs uHAykropamu uszopepmenra CYP3A4 (B T1.4. QeHurouH, pudaMnuiuH,
kapOamazenuH, ¢eHodbapouTan © 3BepoOON MPONBIPSBICHHBIM) BO3MOXKHO CHHIYKEHUE
KOHIIGHTpaluu HWIOTHHHOA. [lpn HEoOXOTUMOCTH Tepamuu JIeKapCTBEHHBIMH CpPEJICTBAMHU,
ABISAIOIIMMUCS MHIyKTOpaMu u3zodepmenta CYP3A4, cinemyer paccMOTpeTb BO3MOXKHOCTb
TEpanuy aJbTEPHATHBHBIMH TIperapaTaMyd WM TPUMEHEHHUsS IPYTUX CPEJICTB, OKA3bIBAIOIINX
MeHbIIIee HHAYyLupYyolee BiusHue Ha uzopepment CYP3A4.

[Tpu mpuMeHeHUH HUIOTHHHOA Y 3JOPOBBIX JOOPOBOJIBIIEB BMECTE C HHAYKTOPOM H30(epMeHTa
CYP3A4 pudamnummuom (B goze 600 mr/cyt B TeueHue 12 aHel) OTMEHYanoCh CHHUXKEHHE
cucteMHoM skcno3unuu HtotuHnOa (AUC) mpubnusutensHo Ha 80 %.

PactBopuMocTh HunotuHuOa pH-3aBucuma, TakuM oOpa3om, npu nosbilieHHH pH (CHIKeHue
KHUCJIOTHOCTH) PacTBOPUMOCThH Mperapara yMEHbIIaeTcs. Y 3J0pOBBIX JIMI[ C BbIPAXKEHHBIM
yenuuenueM pH Ha one npuema s3omernpasona (B 1o3e 40 Mr 1 pa3 B CyTKH B TeUeHHe 5 HEl),
CHI)KEHHE BCAChIBAaHUS HWIOTMHMOA OBUIO YMEpPEHHbIM (YMEHBIUIEHHE MaKCUMalbHON

koHIeHTpaud (Cmax) 1 AUC nHa 27 % u 34 %, coorBercTBeHHO). [Ipr HEOOXOIMMOCTH
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HUJIOTHHUO MOXHO NMPUMEHSATHh OJTHOBPEMEHHO|C asom&ﬂié‘g?yﬂ@ﬂ%:ﬁrﬂﬁ%ﬁﬁ;h&%hmﬁ rpavu

IIPOTOHHOM IOMIIBL.

B uccnenoBanuu y 310pOBBIX JOOPOBOJIBIIEB HE OBUIO BBISBICHO KAKUX-THOO CYIIECTBEHHBIX
W3MEHEHUH B (hapMaKOKMHETUKE HIJIOTHHUOA MpHU NpueMe HIIoTHHUOa B 103e 400 mr yepes 10
4yacoB nocJie npuema pamMoTuaNHA U 3a 2 yaca J1o npuema pamotuanna. Takum oO6pa3zom, eciu Ha
¢one Tepanuu HUWIOTUHHOOM puMeHeHne Hz-0110KkaTopoB rHCTaMHHOBBIX PELIETITOPOB SBIISIETCS
HEOOXOIUMBIM, UX cieayeT npuHuMath 3a 10 gacoB 10 wiam udepe3 2 yaca Mocie INpuema
HUJIOTUHHOA.

B ToM e wuccregoBaHuM OBUIO TOKa3aHO, YTO NPUMEHEHHWE aHTalUAOB (TUIPOKCH]
QATFOMUHUS/THIPOKCH]T MarHUs/CUMETUKOH) 3a 2 Yaca 0 WM 4Yepe3 2 daca Mocjie mpuema
HIWI0THHUOA B 03¢ 400 Mr Takke He U3MEHseT (hapMaKOKUHETHKY HuIoTuHHOA. [TosTomy npu
HEOOXOUMOCTH MPUMEHEHHUS aHTAlUA0B UX ClIeyeT MPUHUMATH 3a 2 4aca JI0 WK MPUMEPHO
yepes 2 yaca 1nocie npuemMa HUJI0THHHUOA.

Bausgane nmiornanba Ha KOHIICHTPpAIIUIK B IIa3MEC€ JICKAPCTBCHHBIX CPCACTB, IIPUMCHIACMBIX B

KaueCTBE CONYTCTBYIOIIEN TEPAUN

Hunotunu6 sBnsercs KOHKYpeHTHbIM wuHruouropom wusodpepmentoB CYP3A4, CYP2CS,
CYP2C9, CYP2D6 u UGTIA1 in vitro, mpu 3TOM camMoe HH3KOE 3HAYCHHE KOHCTAHTBI
unrnouposanus (Ki) cocrasmser 0,13 mxmons st CYP2C9. UccrnenoBanusi pepMeHTaTHBHOM
WHIYKIUU TOKa3bIBAIOT, YTO HHJIOTHHHUO IN VIIr0 MOXXHO paccMaTpuBaTh KakK HWHIYKTOP
aktuBHOCTH u3o(epmentoB CYP2B6, CYP2C8 u CYP2C9. VYV 310poBbIX 100pOBOJIBIEB
npUMeHeHHe HuiIoTuHMOa BMecTte ¢ BapdapuHoMm (cyoctparom CYP2C9) He okasbiBaio
KJIMHUYECKH 3HaYMMOT0 BIUSHUA Ha (papMaKOKUHETHKY WK (papmakoanHaMuKy Baphapuna. [Ipu
HE00XO0IUMMOCTH HWJIOTHHHO ClIeIyeT IPUMEHSATh OJJHOBPEMEHHO ¢ BappapuHOM 0€3 yBeIUYEHUS
IPOTHBOCBEPTHIBatOLIEro »dekra nocieaHero. Y mauueHToB ¢ XMJI npu oaHOBpeMEHHOM
npumenenun 400 mr HuUIOTMHHOA 2 paza B JeHb HA NPOTSHKeHUHU 12 AHeW u Mumgo3oiama
(cyoctpat CYP3A4) cucteMHasi 3KCIO3UIINS MTOCIEIHETr0 MPH IpUEME BHYTPb YBEJINUYMBAJIACh B
2,6 pa3. Hunotunuo sinsercst ymepeHHbBIMU HHTHOuTOpoM uzopepmenta CYP3 A4, B cBs3u ¢ ueM
OpU OAHOBPEMEHHOM IPUMEHEHHM INpenapaToB, METa0OIU3UPYIOMIUXCS TIaBHBIM 00pa3oM ¢
yuactueM nzopepmenta CYP3A4 (nanpumep, HekoTopsle nHruouTopsl ' MI'-KoA penykrassi),
UX CHCTEMHas »JKCIO3MIMS MOXEeT yBennuuBaThcs. llpu OJHOBpEeMEHHOM NpPUMEHEHUU
HUJIOTUHHOA ¥ TIPenapaToB, sBistonuxcs cyocrparamu nzopepmenta CYP3 A4, nmeronux y3kuid
TEpaneBTHUECKUI HMHJEKC (B TOM 4YHCle, andeHTaHW1, UUKIOCHOPHH, AMTHAPOIPrOTAMHH,
SProTaMMH, (EHTAHWI, CHPOJUMYC, TaKpOJUMYC M  JIp.), MOXET NOTpedoBaThCSA
COOTBETCTBYIOIIUN KOHTPOJIb U KOPPEKLIUS JO3bI.

AHTHaDI/ITMI/I‘—IeCKI/Ie nopenaparbl 1 APYTHUEC JICKAPCTBECHHBIC CPEACTBA, BBHI3BIBAIOINWE YIJIMHCHUC
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unrepsana QT (NMOCNEOOBATENEHOCTE 0002)

He cnenyer mnpumeHATh HWIOTMHHUO C aHTHAPUTMHUYECKHMMM TIpenapaTaMu (Hampumep,
aMHOJAPOHOM, TU3OMHPAMHUIOM, MPOKAMHAMHIOM, XHHHIMHOM M COTAJIOJIIOM) H JPYTHMHU
JIEKapCTBEHHBIMU CpE/ICTBAMH, BBI3BIBAIOIIMMH ymiauHeHne wuHTepBana QT (mampumep,
XJIODOXUHOM,  TajJo(aHTPHUHOM,  KJIAQPUTPOMHUIIMHOM,  TaJIONEPUAOJIOM,  METaJOHOM,
MOKCH(]IOKCAMHOM, OSIPUIUIOM U IIUMO3UIOM U JP.).

Jlpyrue BUALI B3aUMOJEHCTBHUS, KOTOPBIE MOILYT IIOBIMATH HAa KOHIIEHTPAIMIO HIIOTHHHOA B

CBIBOPOTKE KPOBHU

[Tpu ofHOBpEeMEHHOM MpUEMe C MUIIEH OTMeYaeTcsl yBennueHne abcopOuu u OM0J0CTYITHOCTH
HUWIOTUHNOA, IPUBOIAIIIEE K MOBBIIICHUIO TUTA3MEHHON KOHIICHTPAIUH Ipernapara.

[Ipy HEOOXOAMMOCTH, BO3MOXXHO NPHUMCHEHHWE HWIOTHHHOA BMECTE CO CTUMYIATOPAMHU
reMoI1033a, TAKUMH KaK 3pUTPONOITUHBI, TPaHYIOIUTAPHBIA KOJTOHUECTUMYIUPYIOUINI dakTop,

a TaKXKE C FI/I,I[pOKCI/IKap6aMI/II[OM H aHarpeCInaoM.

4.6. DepTUIBHOCTD, 0€PEMEHHOCTD U JTAKTALHSA

JKeHIITUHEI ¢ JIETOPOIHBIM ITOTSHIIUAIOM (KOHTDaHeHHI/IH Y MYKYMH U )KGHHJI/IH)

Bo Bpems Tepanuu HUIOTMHHOOM M Kak MUHMMYM B T€YEHHUE 2-X HeJeb I0CIE 3aBEepIICHUs
TEpanuy TalueHTaM, OCOOEHHO J>KEHIIMHAM JIETOPOJHOTO BO3pACTa, CIEAYyeT NPUMEHSThH
HaJIeKHbIE METO/1bl KOHTPALETIINH.

JKenmuHam penpoayKTUBHOI'O BO3pacTa peKOMEH1yeTCsl UCIOIb30BaHKe 3()(h)EKTUBHBIX METO/I0B
KoHTpatenuuu (nuaexc [lepins (mokazaTesns, OTpaskaroIIMKA 4aCTOTY HACTYIJICHUS OEpEeMEHHOCTH
y 100 >xeHIIMH B T€UYEHUE rojla MPUMEHEHUsI KOHTpAleNTHBa) CocTapiseT < 1) Ha MPOTSHKEHUU
BCEro Kypca NpUMEHEHUs HUJIOTUHUOA U CIIyCTS 2 HEJIENU MTOCIIe 3aBEPIICHUS TEPAITUH.

bepemeHHOCTD

[TpumeHeHre HUITOTUHIOA TPU OEPEMEHHOCTH MPOTUBOMOKA3aHO.

JlakTarms

[IpumeHneHre HUTOTHHNOA B TIEPUOJ TPYTHOTO BCKaPMIIMBAHUS TPOTHBOIIOKA3aHO.
OcCHOBBIBasICh Ha JOKJIMHUYECKHUX JAHHBIX M YUYUTHIBAs MEPUOJI TIONYBBIBECHUS HUIOTUHUOA Y
YyenoBeKa, cocTaBisomuid 17 yacoB (amamaszon: or 3,2 go 54,7 uaca), B KauecTBE MEpHI
MPEAOCTOPOKHOCTH HE PEKOMEHIYETCsl TPYAHOE€ BCKAPMJIMBAHME BO BpeMs JICUCHUS

HUJIOTHHHOOM U B T€UCHHUE 2 HEJENb T0CIIe TpreMa MocaeaHel 1036l HUJIOTHHHOA.

4.7. BiusiHHe HAa CHOCOOHOCTH YNPABJATH TPAHCHOPTHBIMH CPeICTBAMM M padoTaTh ¢
MeXaHU3MaMHu

HCKOTOpBIe HCXKECIATCIBbHBIC pCAKIUU ITPpEIIapaTa, B TOM YK CJIC TOJIOBOKPYXCHUE WU 3PUTCIIBHBIC
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HapyIICHUs, MOTYT OTpPULIATEIbHO BIUATH Ha criocOBHoe %Eﬁ%ﬂ%"' '%%EEH@)})@%&MH

CpPeACTBAMH U BBINOJHATH TOTCHIMAIBHO OIACHBIE BHJBI JEATEIBHOCTH, TpeOyrommue
MOBBIIIEHHON KOHIIEHTPAIIMA BHUMAHUS U OBICTPOTHI IICUXOMOTOPHBIX peakuuid. [Ipu nosiBnenun
ONMCAHHBIX HEKEJIATEIbHBIX pEakUUW CIeQyeT BO3AEPXKATbCA OT YKa3aHHBIX BHUJOB
JESATEIIBHOCTH.

4.8. Hexkes1aTelbHbIE peaKkIUH

[NanueHTs! ¢ BriepBble BhlgBIeHHBIM Ph+ XMJI, monyyaromme HuiaotuHu6 B J1o3e 300 mr 2 pasa B

CYTKH
Peswome npoghuns 6ezonacnocmu

VY nmanueHToB ¢ BuepBbie BeisBIeHHBIM Ph+ XMJI, monydaBmmx auinotuHuO B 1o3e 300 mr 2 pasa
B CyTKH, HaubOosee gacteiMu (>10 %) Heremaronmornueckumu HS, cBS3aHHBIME C TPUMEHEHUEM
mpemnapaTta, ObUIM: KOXHas Cbillb, KOXHBIA 3y, TOJIOBHas OO0Jb, TOLIHOTA, IMOBBIIICHHAS
YTOMJISIEMOCTb, ajoTelus, MUaITUI U 0O B BEPXHEH 4acTh KUBOTA. BONBIIMHCTBO MOOOYHBIX
a¢dekToB ObLTM YMEpEHHO BhIpaxeHbl. Menee gacto (< 10 % u > 5 %) nabmoanuch yMepeHHO
BeIpakeHHBbIe HSI, Takue kak: 3amop, aumapes, CyXOCTh KOXH, MBIIICYHBIE CIIa3Mbl, OOJb B
cycraBax, 00Jib B XKHUBOTE, Iepudepuieckre OTeKH, pBOTa U aCTCHUS.

[Tpu npumenennu HUIOTUHUOA B 103€ 300 Mr 2 pa3a B CyTKHU IUIEBPAIbHBIN U epUKapAUaIbHbIN
BBITIOTHI, BHE 3aBUCUMOCTH OT WX 3THOJOTMHU, HaOmomamuch y 1 % u < 1 % mnanueHtoB
COOTBETCTBEHHO.

KenynouHo-kuiieyHble KPOBOTEUEHHS, BHE 3aBUCHMOCTH OT 3THOJIOTHH, HaOmoAanucs y 3 %
HaIMEeHTOB.

I'emaronornueckue HS, Briatowast muenocynpeccuto: TpombouuTonenus (18 %), neltponeHus
(15 %), anemust (8 %). Hapymenus OMOXUMHUYECKUX JIAOOPATOPHBIX MOKA3aTeIel BKIFOYAIOT:
yBEJIMUEHUE aKTUBHOCTH anaHuHamuHOTpaHcdepasbl (AJIT) (24 %), runepOunupyOMHEMUIO
(16,5 %), yBenuueHnue akTUBHOCTH acnaptaramuHoTpaHcdepassl (ACT) (12 %), yBenuueHue
aktuBHOCTH smmnassl (11 %), yBenuueHue KoHUeHTpauuu OunupyOuHa B kpou (10 %),
rHnepriukeMuto (4 %), runepxonecrepunemuto (3 %), runeprpuriaunepuaemuto (< 1%).
OTtxnoHenue cpenHero nokasatens QTcF, ycpenHeHHOro o BpeMeHH, OT UCXOIHOTO COCTaBIISAIIO
6 MC NpY NPUMEHEHUU HWIOTHHUOA B PAaBHOBECHOM COCTOSIHUM. Cpeiu BCeX IpyIIl MalUeHTOB,
MOJTYYaBIINX TEPAIUIO TMPErnapaToM, He OTMEUEHO aOCOMOTHOTO yBenndeHus narepBana QTcF
>500 mc, a TakKe SIMHU30/I0B JKEIYITOYKOBOM TaXMUCUCTOJINYECKOM apUTMHUU THIA «IIAPYITH
(torsade des pointes). Yeenuuenue unteppaia QTcF Ha > 60 MC OT HCXOAHOTO 3apETUCTPHUPOBAHO
y < 1 % nanueHToB, MOMy4yaBIIUX Tepanuio npenapatoM. He oTMeueHo ymeHblIeHHs (Qpakiuu

BbIOpoca sieBoro xenynouka (OBJIXK) na 45 %, a Takxke He oTmMeueHo ymeHblneHus OBJDK Ha
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15 % u Goxee ot ucxommoro. Cpenmu Beex rpymn ue tveddns! eryuhes bhadsinkei Girepru.

Otmena Tepanuu B cBsi3u ¢ HS nmorpebosanack 10 % manneHToB.

Pe3ztome nescenamenvnvix peaxyuii

HI nepeuncnensl HUXKeE MO OpraHaM U CUCTEMaM € YKa3aHHEM YacCTOThI MX BOSHUKHOBEHHS: OUYEHb
gacTo (> 1/10), yacto (> 1/100, HO < 1/10), Hewacto (> 1/1 000, Ho < 1/100), peaxo (> 1/10 000,
HO < 1/1 000), ouensb penko (< 1/10 000), yacTora Hem3BecTHA (HAa OCHOBAHWU HMEIOIIMXCS
JAHHBIX OIEHUTH HEBO3MOXKHO).

Yacrora passutusa HSl, ormeuaembix Oonee ueM B 5% ciydaeB, MpeacTaBieHa B CKOOKax.

HH@GK”L{M u uHeasuu.

Yacmo: QommKynuT, HHPEKIUN BEPXHUX [BIXaTENBbHBIX IMyTeW (BKIOYas (apuHTHT,
Ha30()apUHTUT, PUHUT);

Heuacmo: HeBMOHUS, OpOHXUT, HH()EKIIMU MOYEBBIBOJISINNX MTyTEH, repreTnyeckas HHMeKus,
KaHI1/03 (BKIIIOYask KaHKI03 POTOBOM MOJIOCTH), TACTPOIHTEPHT;

Yacmoma Heuzgecmua: CEICHUC, TOAKOXHBIA abcuecc, abciecc MepuaHanbHON 00JacTH,
(GypYHKYITBI, MUKO3 TJIAJIKON KOXKH CTOII, peaKTHBAIIHSI BUpYyca remarurta B.
Jlobpokauecmeennvie, 3/10KAYeCmMEEHHbLE U HeYMOYHEHHbIE HO8000PA306aHUS (6KIOYAS KUCINbL U

nOﬂunb12

Yacmo: nmanumioMa KOXU,

Yacmoma neusgecmna: NAMMIIOMAa CIU3UCTONH 000JOYKH IOJIOCTH pTa, naparpoTCuHECMHU.

HapymeHuﬂ CO Cn1OPOHbL Kposu U JluM(ban’ZMI{GCKOZZ cucmembl

Ouenwv wacmo: tpomoouutonenus (30 %*), neiitponenns (31 %*), anemus (11 %*);
Yacmo: neiikoneHus:, 303uHopmiIns, GedpuabHas HEUTPONeHUs, MaHIUTONEHUS, JIUM(ONEHUS;
Yacmoma neuzsecmua: TPOMOOITUTEMUS, JTCHKOITUTO3.

HapymeHuﬂ CO Cn1OPOHbL MMMVHHOIZ cucmembl

Yacmoma Heuzeecmua: THUIICPYYBCTBUTCIIBHOCTD.

DHOOKpUHHblEe HapYUWeHUs.

Heuacmo: runeptupeos, TMIIOTUPEO3;
Yacmoma neussecmna: BTOPUYHBIN TUNIepIapaTUPE03, TAPEOUIUT.

HCIDVWQHM}Z MemaboauMa U NUMAHUS

Ouenwv wacmo: runodocdaremus (BKiItouas CHIKeHHue pocpopa KpoBH);

Yacmo: cuwkenue anmeruta (4 %), HapymieHUs  BOJHO-3JIEKTPOJUTHOTO  OanaHca
(TMIOMarHueMusi, THUIEPKAINEMHs, TUNOKAJIHEMHUs, TUIIOHATPUEMUs, TUIOKAJIbIIMEMUs,
TUIEPKAIBLIUEMHUS, runepdocpatemus), TUIEPTIUKEMHUS, caxapHbIi nuaober,
THIIEPXOJIECTEPUHEMU S, TUTICPIIATTUACMUS, TUTIEPTPUTITUIICPHIEMHUS;

Heuacmo: nogarpa, nerupartanusi, HOBBIIIEHUE allETUTA, JUCITUITAIEMHUS;
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TENEHOCTE 0002)

TOC B A
Yacmoma Heuzsecmua.: TANEPYPUKEMHUS], THIIOT FII/IKCMI/I?l-.n JCNENQEBA

Icuxuueckue Hapyuienus

Yacmo: nenpeccusi, 606CCOHHUIIA, TPEBOXKHOCTS;
Yacmoma Heuzgecmua. N€30pUCHTAIINS, CITYTAHHOCTh CO3HAHUS, aMHE3HsI, TUchopusi.

Hapywenus co cmoponsl Hepsrou cucmembl

Ouenv yacmo: ronoBHas 606 (16 %);

Yacmo: TOOBOKPYXECHUE, TeprudeprudecKas HeWponaTHsi, THIIECTE3 s, apeCTe3us;

Heuacmo: BHyTpUYEPENTHOE KPOBOUIIUSHHIE, HIIEMHUYSCKHN HHCYIIBT, IPEXO/SIIee HAPYIICHUE
MO3rOBOTO KPOBOOOpaIeHUs,, WHPAPKT MO3ra, MUTPCHb, MOTEPs. CO3HAHUS (B TOM YHCIC
CHHKOIIE), TPEMOp, HapyIICHUS KOHIICHTPAI[MM BHUMAHHUS, TUIICPECTE3 1S,

Yacmoma Heuzgecmua: OCTPOE HAPYIICHHE MO3TOBOTO KPOBOOOpAIIEHUS, CTCHO3 Oa3HIISIPHON
apTepUM, OTEK MO3Ta, HEBPHUT 3PHTEIBHOIO HEPBA, 3aTOPMOXKEHHOCTb, TU3ECTE3UsI, CHHIPOM
«OECTIOKOMHBIX» HOT.

Hapywernus co cmoponsl opeana 3perus

Yacmo: BHYTpUIIIa3HOE KPOBOUBIIUSHUE, IEPUOPOUTATBHBIN OTEK, KOHBIOHKTUBUT, 3/ B I1a3aX,
CHHJIPOM «CyXOTO0» I1a3a (BKIII04ast KCepo(TaTbMHIO);

Heuacmo: yxynmenue 3peHus, 3aTyMaHHUBaHUE 3PEHHS, CHUKEHHE OCTPOTHI 3pEHHUS, OTEK BEK,
¢doroncus, runepemus (Ckiep, KOHBIOHKTHBBI, TIJIa3HOrO fA0JIOKa), pa3apakeHue rias,
KPOBOU3JIUAHUC B KOHBIOHKTUBY;

Yacmoma HeuzéecmHa: OTEK JAUCKA 3PUTEILHOTO HEPBA, AUILUIONHS, CBETOOOS3Hb, IPUITYXJIOCTh
BeK, O1edaput, 6011b B I71a3y, XOpUOPETUHONATHUS, AJUIEPTUUYECKUN KOHBIOHKTUBUT, 3200J1€BaHUs
CIIM3UCTON 000JIOUKH IJa3a.

Hapywernus co cmoponst opeana ciyxa u Jza6upuHma

Yacmo: BepTUTO;
Yacmoma neussecmna: CHUKEHHUE OCTPOTHI cyXa, O0JIb B ylIax, IyM B yIIax.

Hapywernus co cmoponbt cepdua

Yacmo: creHOKapaus, apuTMus (BKJIIOYas aTPUOBEHTPHUKYJSPHYIO OJIOKaay, TperneTaHue
npencepauii M JKeTyJOYKOB, SKCTPACHUCTONUIO, TaXUKapAWI0, Opagukapauio, (GpuOpHiUIsIIio
npencepauit), omymenue cepainedbuenus, yuiuaenne natepsana QT na DK

Heuacmo: cepnednas HeOCTaTOYHOCTh, HHGAPKT MHOKap/a, UIIeMudeckas O0Je3Hb Ceplla,
MOSIBJIEHNE TITYMOB B CEPJIIle, EPUKAPAUATIBHBIN BBITIOT, IIUAHO3;

Yacmoma Heuszsecmua: HapylieHus] QYHKIUU KETYJOYKOB, MEPUKAPAUT, CHIKEHUE (DpaKiluu
BbIOpOCa, Auactonuyeckas AucyHKIus, OJI0Kaga TeBOM HOXKKH Mydka [ uca.

Hapywenus co cmoponbt COCV@OG

Yacmo: noBellLIEHUE apTepuaabHOro nasieHus (AJl), «IIpHIMBBD» KPOBH;
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Heuacmo: runepTOHUYECKUN KpPH3, OKKIIIO3MS nepnq)é%;c—lgl';'%5%%51&,"%%%1&651&;&1}&0;{

XpOMOTa, CTEHO3 apTepuil KOHEYHOCTEH, 00pa30BaHKE TeMaToM, apTEPHOCKIEPO3;
Yacmoma mneuszsecmua: TeMOpparuyeckuii 1ok, cHuxenue AJl, Tpom0o3, cTeHO03
nepudeprudecKkux apTepuil.

Hapywenus co cmoponbi ObIXamenbHou cucmemsl, OpcarHos ZDVOHOﬁ KliemkKu u cpedocmeﬂu}z

Yacmo: onplllika B TIOKOE€ W TpU (PU3UYECKOW Harpy3ke, HOCOBOE KPOBOTCUCHUE, Kalllellb,
TuCchOHHUS;

Heuacmo: oTex Jerkux, IUICBPaJbHBIA BBIIOT, WHTCPCTUIMAIBLHBIC 3a00JICBaHUS JICTKHX,
ieBpajibHas 00Jb, TUIEBPUT, 00JIb B 00J1aCTH TVIOTKW W/WIIM TOPTAHH, Pa3JpakeHUE CIIM3UCTON
000JIOYKH TJIOTKH;

Yacmoma Heuzgecmua: JeTOYHAS TUTIEPTCH3US, XPHITBI, 00JIb BO PTY U TJIOTKE.

JKenyoouno-kuweunvie Hapyuwenus

Ouenwv uacmo: TomHota (14 %), 3anop (10 %), nuapes (9 %), psota (6 %), 6016 B BepXHEit yacTH
xwuBota (10 %);

Yacmo. nuckoMdopt B 00JaCTH )KUBOTA, B3IYTHE )KUBOTA, JUCIICTICHS, TUCTEB3Us, TAHKPEATHT,
METEOPHU3M;

Heuacmo: xenyno4HO-KUIIEYHOS KPOBOTEUYCHUE, MEJICHA, M3bI3BICHUE CIU3UCTON OOOJOYKU
MOJIOCTH PTa, TacTpo-330(arcaibHbIi PeQIIFOKC, CTOMATUT, 00JIb B MUIIEBOJIE, CYXOCTh BO PTY,
TacTPUT, MMOBHIIICHNE YYBCTBUTEIIBHOCTH 3yOHOM dMaIH;

Yacmoma neuzsecmua: niepdopanusi IKEIyIOUYHO-KHUIICUHBIX $13B, PETPOINCPUTOHEATHLHOE
KPOBOM3JIUSIHUE, PBOTA C KPOBBIO, SI3Ba JKENYNIKA, SI3BEHHBIA 330()arutT, yaCTU4YHAs KHIICUHAS
HENIPOXOJUMOCTb, JHTEPOKOJIHUT, TEMOPPOH, TpPhDKa MHUIIEBOJHOTO OTBEPCTHS auadparmel,
PEKTaIbHOE KPOBOTEUCHHE, THHTUBHUT.

HCIDVWQHM}Z CO CHIOPOHbL ne4YeHu u cheﬂlt€6bl60()ﬂmux nvmeﬁ

Ouenb yacmo: TuNepOMIIMpPyOUHEMHUs (BKIIIOYasl yBeTMUEeHUE OMIINpYOrHA KPOBH);
Yacmo: HapylieHHe PYHKIIMU [I€YEHH;

Heuacmo: renaTHT, XeNTyXa, TOKCHYECKOe MOPaKCHNE NTeUYEHH;

Yacmoma neuszsecmmna: X0JeCTa3, renaToMeraims.

HCIDVWQHM}Z CO CHIOPOHbL KO2HCU U NOOKOJCHLIX MKAHEU

Ouenv uacmo. xKoxHast Cbitib (33 %), KoxxubIi 3y (18 %), amomerus (10 %), cyxocts koxwu (10%);
Yacmo: sputrema (3%), TOBBIIIIEHHOE TOTOOT/ACIEHHE B HOYHOE BpEMs, IK3eMa, KPAlMBHUIIA,
TUIEPTUAPO3, JICPMATHT (QJUIEPTUUECKHUM, SKCOIMATUBHBIA M aKHE()OPMHBIN), MOIKOKHOE
KPOBOU3JIUSHUE, aKHE;

Heuacmo: skcdonuaTuBHAS CHIb, MPHITYXJIOCTh JIUIA, JIGKAPCTBECHHAS CHITb, 0OJC3HEHHOCTH

KOXH, O9KXUMO3BbI,
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Yacmoma wneuzsecmua: TICOpUA3, MHOTO(QpOpMHAS 3pdﬁgé-@ﬂ;&;§rﬁ;% Mia,! 5imd URd,

CUHAPOM HaI[OHHO-HOl[OHIBeHHOﬁ SpUTPOAU3CCTC3NN, TICTCXUMU, Q)OTquBCTBI/ITCHLHOCTB,
BOJIABIPH, KUCTA KOXH, THIICPIIIA3UA CAJIbHBIX KCJIC3, anO(me KOXHU, NIBMCHCHHEC LIBE€TA KOXH,
MEIYNICHUEC KOXH, THIICPIIUTMEHTAUA KOXHU, FI/IHCprO(bI/Iﬂ KOXH, THIICPKEPATO3.

Hapywernus co cmoponbl MblieyHOU, CKeAemHuol U COCOUHUMENbHOU MKAHU

Ouyenwv wacmo: muanrus (10 %), aprpanrus (8%);

Yacmo: mbiieunbie cna3mel (9 %), 601 B KocTsax (4 %), 601b B koHeuHocTsX (5%), 6onb B
MIOJIB3/IOITHON 00J1aCTH, KOCTHO-MbINIeYHast 00Jib (B TOM 4YHCIE KOCTHO-MBIIIEYHas OOJIb B
TPYJIHOM KJIETKe), 00JIb B CrIMHE, 00JIb B 1iee, 00J1b B OOKY;

Heuacmo: CKOBaHHOCTD, MBIIIIEYHAs CIA00CTh, OTEYHOCTh CYCTABOB;

Yacmoma neuzéecmua: apTpUT.

HapymeHuﬂ CO CHIOPOHbIL NO4YEK U M01{66b1600}1u4ux anEﬁ

Yacmo: nojmakuypus;

Heuacmo: nu3ypusi, UMIIEPaTUBHBIE MO3BIBBI K MOYEHUCITYCKAHHUIO, HUKTYPHS;

Yacmoma Heuzéecmna: T0Y€UHAs HENOCTATOYHOCTb, TIEMAaTypHs, HEICPKAaHUE MOYH,
XpOoMaTypHsl.

HapymeHuﬂ CO Cn1OPOHbL Del’lDOaVKI’I’lMGHOZZ cucmembvl U MOJIOYHBIX Jicenes

Heuacmo. 6016 B TpyIHOM KeJe3e, TMHEKOMACTHS, SPEKTHIIbHAS TUCHYHKIIUS;

Yacmoma neuzeecmna: ynjaOTHEHUE TPYIHBIX JK€JI€3, MEHOpparus, Ha0yXaHue COCKOB.

Obwue HapyweHus u peakyuu 8 Mmecme 8e0eHuUs

Ouenb uacmo: TMOBBIIEHHAsT YTOMIIIEMOCTD (12 %);

Yacmo: actenus (9 %), 3aaepikka sKUAKOCTH U 0TeKH (5 %), OBBIIICHHE TEMIIEPATYPhI Telia, 00J1b
B Ipyu (BKJIIOYasi HEKapIMOT€HHYI0 00Jib), AMCKOM(OPT B rpyaAu, oOlIee HETOMOTaHHE;
Heuacmo: oTek nauua, rpaBUTAI[MOHHBIE OTEKH, TPUMIIONOJO0HBIN CHHAPOM, 03HOO, OIIyIEeHHEe
U3MEHEHUS TEeMIIEpaTyphl Tella (YepeoBaHUE «OIIYIIEHHS JKapa» U «OILYILEHHs X0JI0a»);
Yacmoma neuzéecmna: JOKAIbHBIA OTEK.

ﬂa6opam0prle U UHCMPYMEHRNAIbHbLE OaHHble

Ouenv yacmo: yBEIMYEHUE aKTUBHOCTH «TI€YEHOYHBIX)» TPAHCAMMHA3, YBEIINYEHUE aKTUBHOCTH
JMMAa3bl KPOBH, YBEIUYEHHE KOHLEHTPAIMH XOJIECTEPHHA JIMMIONPOTEMHOB KPOBH (B TOM YHCIIE,
JUTONPOTENHOB HHU3KOM M BBICOKOM IUIOTHOCTH), YBEJIWYEHHE KOHLIEHTPAlUU OOIIero
XOJIECTEpUHA, YBEINUYEHNE KOHIIEHTPAIUU TPUTTULEPUIOB KPOBH;

Yacmo: yMEHbLIEHHE KOHLEHTpAIllMM TeMOrVIOOWHa, YBEIMYEHHE AaKTUBHOCTH aMHJIA3bl,
raMMa-TiayTaMMHTpaHchepasbl, kpeaTHH(ochOKHHaA3bl, MienoyHoi ¢ocdaTaspl, yBEIHUYCHHE
KOHIEHTpAallUl HMHCYJIMHA B IUIa3M€ KPOBM, YMEHBUICHHE WM YBEIHMYEHHE Macchl Tela,

YMCHBIICHUC KOHIUCHTPAINHN FJ'IO6YJ'II/IHOB B KPOBH;
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Heuacmo:

MOYCBHHEI B I1JIa3ME€ KPOBHU;

COOTBETCTBYET 3KCNEPTHOMY OTUYETY
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YBCIMYCHHUEC AKTHUBHOCTHU JIAKTa

ernnpOréaasi A Yidthidune  kedutiitsaunn

Yacmoma neusgecmua. YBCIMYCHHUC KOHICHTPAIUX TPOIIOHWHOB B I1JIa3ME KPOBU, KOHICHTPALIUH

HECKOHBIOT'MPOBAHHOI'O 6I/IJ'II/Ip}/6I/IHa, YMCHBIICHUC KOHOCHTpAaI NHCYJIIMHA U C'HCHTI/II[a KpOBH,

YBCIWYCHHUEC KOHICHTPAUW ITIapaTropMOHa B I1JIa3M€ KPOBH.

Tabmuua 2. OTkiIoHeHUs 1a00PaTOPHBIX MAPAMETPOB OT HOPMBI 3 U 4 CTETIeHU

Brnepsrie BoisiBieHHbiit Ph+ XMJI B
HexenarenbHple peakuuu XPOHHUYECKOH (aze
Hunotunu6 300 mr 2 pasa B cytku, %
I'emamonocuueckue napamempoi
Hetitponenus 12
TpomOGouunToneHus 10
Anemus 4
buoxumuuecxue napamempoi
VYBenuueHue KOHIEHTpaIluu KpeaTHHUHA 0
YBenuueHne akTHBHOCTH JIUIA3bl 9
VBennuenue aktuBHocT ACT 1
VYBenuuenue aktuHoct AJIT 4
I'unodocdaremus 8
VYBenuuenue KOHIIEHTpalUU o011ero 4
ounupyorHa
VYBenuueHne KOHLUEHTPAUHU TIIFOKO3bI 7
VYBenuueHue KOHLUEHTPAMU X0JIECTEpUHA 0
VYBenuueHne KOHIEHTPAIMH TPUTIUIIEPUIOB 0

Ommena mepanuu y nayuenmog ¢ Ph+ XMJI ¢ xponuueckoii ¢ghaze, docmucuux cmadouibHo2o

enybokozo MO

HpI/I OTMCHEC TCpalnun HUJIOTUHHOOM IIpH IOIIBITKE JOCTUKCHUA PEMUCCHUU 0e3 neueHus MOT'YyT

Oonee qaCTo, 4Y€M 10 OTMCHBLI TCpallnMKh, BO3HUKATH CICAYIOIIHUEC HEKCIATCIBHBIC PCAKIHNU:

CUMIITOMBI CO CTOPOHBIL MBIIIIEYHOM, CKEIETHON U COeOUHHUTEILHOMN TKaHHU, TAKHC KaK MUaAJIIusi,

00Jb B KOHCYHOCTAX, apTpaJIrus, 00JIb B KOCTAX, 00JIb B TIO3BOHOYHUKE HIIA CKEJIETHO-MBIIICUHAS

0O0JIb.

B ximHMYecKOM Mccle0BaHUM B TEUEHHE TOJIa TIOCe OTMEHBI Tepanun y 24,7 % maiueHToB ¢

BrepBbie BhIsBIEHHBIM Ph+ XMJI B XxpoHudeckod (aze OTMEYAIMCh CHMIITOMBI CO CTOPOHBI
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CKEJIETHO-MBIIIEYHOW CHCTEMBI MO CpaBHEHHIQ ¢ 16,3 %'%é%gbé&%phjﬁ%hiﬁbﬁ@fona

TEpanuy HUWIOTHHUOOM.

Onvim npumenenus 6 KIUHU4EeCKOU NPaKmuxe

Ha ¢one Ttepanuu HUWIOTMHHOOM OTMEUYalINCh CIEIYIOIIME HEKeJIaTelbHble peakiuu O0e3
yYKa3aHUW Ha NPUYUHHO-CIEICTBEHHYIO CBS3b C NPUMEHEHHEM HUJIOTHHHOa (YacToTta
HE)KEJIATeNbHBIX pPEeaKlil He YCTAHOBIIEHA): CIIydad CHHIpPOMA JIM3HMCA OIyXOJH, Napaiuy
JIMLIEBOTO HEPBA.

* 3 n 4 crenenp TsoxecTH 1o kiaccudukanuu CTCAE (Common Terminology Criteria for Adverse
Events) y mariueHTOB ¢ BHOBb uarHocTupoBaHHbIM Ph+ XMJI B xponuueckoi (dase.

[Mamuentsl ¢ Ph+ XMJI B xpoHuueckoil dasze u dase akcesepanuu, HOJIyYaBIIMX HUIOTUHUO B

no3e 400 mr 2 pasa B CYTKH

Pesome npogpuns 6ezonacnocmu

V¥ nanuentoB ¢ Ph+ XMJI B xponudeckoii haze u asze akcenepanuu, NOTyIaBIIMX HUIOTUHUO B
noze 400 mr 2 pasa B cyrku, Hambomee wuacteiMu (> 10 %) HereMaToJOTHYECKUMHU
HE)KeJIaTeJIbHBIMU PEAKIUSAMH, CBA3aHHBIMHU C NIPUMEHEHHUEM Ipenapara, ObLIM: KOXHasl ChlIb,
KOXKHBIH 3yJ, TOIIHOTA, TOJIOBHAsi 00JIb, NOBBIIIEHHAs] YTOMJISIEMOCTb, 3a1op, Auapes, pBoTa U
MUanryus. bonbIIMHCTBO HeXeNaTebHbIX peakuil ObUIN €11a00 NN YMEPEHHO BbIpakeHbl. MeHee
gacto (<10% u >5 %) mabmrogamuce ciabo WM yMEPEHHO BBIPAKCHHBIC HEKEITATEIhHBIC
PEaKIy, TaKue KaK: aJOMeNHs, MBIIICYHBIN ClIa3M, CHIDKEHHE allleTuTa, 00k B CycTaBax, 00JIb
B KOCT#IX, 00JIb B )KMBOTE, NepUhepruuecKue OTEeKH U aCTEHUSI.

CeplieuHasi HeIOCTaTOYHOCTh Habmoganach y < 1 % mnanueHTos.

[IneBpanbHBIA U MEPUKAPAMATIBHBIN BBINOTHI, KAK M UX OCIOXHEHMsI, Habmoganmuch y < 1 %
MalMEeHTOB, TPUHUMAIOIINX HIIOTHHUO B 103€ 400 Mr 2 pa3a B CyTKH.

XKenynouHo-kuIIeyHble KPOBOTEUEHUSI M KPOBOM3IMAHUSA B MO3T Habmogamucb y 1 %o u <1 %
NAIMEHTOB, COOTBETCTBEHHO.

VYnmunenue untTepBania QTcF OGonee 500 Mmc nHaGmomanock y <1 % mnarueHTOB. DTHU30/BI
KEITyI0YKOBOM Taxukapauu tumna «torsade des pointes» (KpaTKOBPEMEHHBIE WM JJTUTENIbHBIE), HE
HaOJIr01aJTHCh.

['emaTonornyeckre HexenaTelbHblE PEAKIMM, BKIKOYas MHUEIOCYNPECCHIO: TPOMOOIMTONECHUS
(31 %), ueirrponienwust (17 %), anemus (14 %).

OtMmeHa Tepanuu B CBSI3U C HEKeJIaTeJIbHBIMHM peakIUsIMH noTpedoBanack 16 % manueHToB c
XMIJI B xponunueckoii paze u 10 % namnueHTos B (haze akcenepanuu.

Hayuenmoi ¢ Ph+ XMJI 6 xpouuueckou gpasze, ne docmuzuiue MO 4,5 unu 6oaee na hone mepanuu

UMAMUHUOOM

Hioxe IMPUBCACHBI JAaHHBIC, ITOJYUCHHBIC B KIMHUYCCKOM HCCIICAOBAHWH IIPU HNPUMCHCHHU
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HunotuHKOa B 103¢ 400 Mr 1 pa3 B cyTku 10 cp lBHeHmdlg';'e'iwggpr-LLg HMATHHAOOM B Ebgé 400 mr

_NNEPTHOMY OTYETY

wi 600 mMr B cyTku B TeueHue 48 Henenp y nmanueHToB ¢ Ph+ XMJI B xpoHuueckoii ¢ase mocne
TEpanuyl UMAaTHHUOOM Ha TPOTHKEHUM MpenmecTByomux 2 jer. [lanueHtsl, momydaBiime
JeYyeHHUe HUMAaTHMHUOOM B JIaHHOM KJIMHHYECKOM MCCJIEIOBAHUHU, MPOJODKAIM JICUeHHE
IpenapaToM B TOH ke J103€, KaK U Ha IPOTSXKEHUU MPEIIECTBYIOMUX 2 JIeT Tepanui. Meauana
IPOJIOJDKUTEIPHOCTH TEpanuy HUJIOTUHHOOM cocTaBisuia 47,2 Mecsla 1O CpPaBHEHHIO C
MEAMAHON MPOIOJDKUTEIBHOCTH Tepanun uMmatuauoom 37,0 u 26,7 mecsaueB B no3e 400 mMr u
600 MI COOTBETCTBEHHO.

bonee yacro, uem B rpymnmne uMaTHMHUOA, Y MAIMEHTOB, MOJIYYaBIIMX TEPANUI0 HUIOTUHHOOM,
OTMEYAJINCh TOJIOBHASI 00Jb, KOXKHAS CHIIIb U KOXKHBIM 3y, KOTOpPbIE OBUIM 3aperuCTpUPOBAHBI
MuHEMYM y 20 % manueHToB B Tpynne HwioTHHUOA. [lo cpaBHeHMIO ¢ Tpymnmoi uMaTuHuoa, y
HAIMEHTOB, MOJIyYalOIIUX TEPAUI0 HUIOTHHUOOM, Yallle pa3BUBAJINCh HEKEIATEIIbHbIE pEaKIUH,
IPUBOAMBIINE K BPEMEHHOMY WM HOJHOMY IpPEKPAIIEHUIO Tepanuyd WIM KOPPEKLUH J103bl
npemnapara. Y ManueHTOB, MOJyYaBIINX TEPANUI0 HIIOTUHHOOM, YaCTO OTMEYAIINCh YBEIIMYCHUE
KOHLEHTpaluuu OwinpyOMHa W aKTUBHOCTM TpaHcamuHa3z. Ha mnpoTsbkenun 48 Henenb
UCCIIEIOBaHMsI 3apErMCTPUPOBAHBI 3 JIETAJIbHBIX UCX0/Aa Ha ()OHE Tepanuu, U3 HUX 2 — Ha (oHe
Tepanuy HUJIOTUHUOOM U 1 — Ha oHe JIedeHnss UMaTUHUOOM. Y 3 MalueHTOB JIeTAIbHBIA HCX0A
HacTymnui OoJiee yeM uepe3 28 AHel mociie NpeKpalleHus] Tepanui UcciaeayeMbIM MIpenapaTom
(1 — B rpymnme HUIOTHHMOA U 2 — B TPYIIIIC UMATHHHOA).

Y 4 nauueHToB, MOJYYaBIIMX JI€YEHHE HUIOTMHMOOM, OTMEYEHO YBEIMYEHHME HHTEepBaia
QT >450 mc Ha 8 cyrku. YBenunuenue QT >480mc Ha ¢oHe Tepanmuu HHJIOTHHHOOM He
3apeTUCTPUPOBAHO. Y 8 MALMEHTOB, MMOyYaBIINX HUJIOTHHUO, OTMEYEHO yBEITMUEHIE HHTEpBaIa
QT > 30 mc ot ucxonuoro 3Hauenus (7,9 %). Ha ¢one Tepanuu HUIOTHHHOOM HE OTMEUYEHO
yBenuuenus uatepsana QT > 60 mc.

Pestome nesrcenamenvuvix peakyuii

HesxenarenpHbIe peakiuy epeUrCIICHBI HUKE TI0 OpraHaM U CUCTeMaM C YKa3aHUeM 4aCcTOThI UX
BO3HUKHOBEHUS: oueHnb uacmo (= 1/10); uacmo (= 1/100, o < 1/10); newacmo (= 1/1000, HoO <
1/100); peoxo (> 1/10 000, Ho < 1/1000); ouenv peoxo (< 1/10 000); vacmoma neuzsecmua (ue
MOYET OBITh OIICHEHA Ha OCHOBE UMEIOIINXCS TAaHHBIX).

YacToTa pa3BUTHS HEXKEJATEIbHBIX pEakIui, OTMe4aeMbIx Oonee dem B 5 % ciydaes,
IpeJICTaBIeHa B CKOOKaX.

HHd)eKuuu U uHeasuu

Yacmo: QOAMUKYIUT, WHGEKUUH BEPXHUX JbIXaTelIbHBIX NyTeH (BKIOYas (HapuHTHT,
Ha30(apUHTUT, PUHUT);

Heuacmo: nHeBMOHMS, OPOHXUT, HH(PEKIIUHA MOUYEBBIBOIALIUX MTyTEH, TepreTruieckas nH(EKIus,
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TENEHOCTE 0002)

KaHAN103 (BKIIOYask KaHIW03 POTOBOM IOJIOCTH), TaCTP 'ﬁivagr-;["' BA

Yacmoma Heussecmua: CENCHUC, TOIKOXHBIA adcrecc, abciecc MepuaHaabHOW 001acTH,
(bypYHKYIIBI, MUKO3 TJIaJIKOM KOXH CTOI, peaKTHBAlLUs BUpyca rernatura B.
Jlobpoxauecmeennvle, 310KAYECMEEHRbIE U HEYMOYHEHHbIE H08000PA3068AHUA (6KIIOYAS KUCIIbL U

nozzum;z}

Yacmo: nanumioMa KOXHU,

Yacmoma Heussecmua: NAMMILIOMAa CIU3UCTONH 000JOYKH IOJIOCTH pTa, HapanpoOTCUHCMHUA.

Hapywenus co cmoponst kposu u ﬂuMd)amuueCKoﬁ cucmemsl

Ouenwv wacmo: Tpomoouutonenus (30 %*), neiitponenus (31 %*), anemus (11 %*);
Yacmo: neiikonenus, 303uHoGmns, GpedpuiibHasi HEUTPOICHUS, TAHIUTONCHHS, JTUM(OTICHNUS;
Yacmoma neuzsecmua: TPOMOOLIIUTEMHS, JIEHKOIUTO3.

HapymeHuﬂ CO Cn1OPOHbL MMMVHHOZZ cucmemnvl

Yacmoma Heuzeecmua: TUIICPYYBCTBUTCIIBHOCTD.

DHOOKpUHHblEe HapYUeHUs.

Heuacmo: runeptupeos, TMIIOTUPEO3;
Yacmoma HeuzéecmHa: BTOPUUHBIN TUNIEPIApATHPEO3, THPEOUTUT.

HapymeHuﬂ Memaboau3Ma U NUMAHUS

Ouens yacmo: runodocdaremust (BKiItoyasi CHIKeHUe Gochopa KpoBH);

Yacmo: cuwxenue anmeruta (8 %), HapylmieHus  BOAHO-3JIEKTPOJUTHOrO  OanaHca
(TMIIOMarHueMHusi, THUIEPKATHEeMHs, THIIOKAIHMEMHUsS, T'HIIOHATPUEMUS, THIIOKAJIbIIMEMHUS,
TUIEPKAIBLUEMHUS, runepdocpatemus), TUIEePIIINKeMHUS, caxapHbIii nuaoer,
THIIEPXOJIECTEPHUHEMUS], TUTICPIIAITUAECMUS, TUTIEPTPUTITUIICPUIEMUS;

Heuacmo: nonarpa, feruapaTanysi, IOBBIIICHUE alleTUTa, JUCITHITAICMUST,

Yacmoma neussecmmua: TUNEPYPUKEMHUSL, TUITOTIIMKEMHUS.

Tcuxuuecxue HAPYWEHUA

Yacmo: nenpeccusi, 06CCOHHUIIA, TPEBOKHOCTD;
Yacmoma neuzsecmua: N€30pUCHTAIINS, CITYyTAHHOCTh CO3HAHUS, aMHE3USs1, TUCPOPHS.

HapymeHuﬂ CO Cn1OPOHbL H€D6H01/7 cucmennvl

QOuenb uacmo. rosoBHas 60k (15 %);

Yacmo. TOTOBOKpYXKEHHUE, Tieprudeprudeckas HeUpOIaThs, THIISCTE3Us, TTapeCTe3us;

Heuacmo: BHyTprUYepeTHOS KPOBOMIHSIHAEC, UIIEMUYCCKUI HHCYIIBT, MPEXOIAIICe HapyIICHHUE
MO3TOBOTO KpOBOOOpareHusi, WHPApKT MO3ra, MHUTPEHb, TOTEPsl CO3HAHHUS (B TOM YHCIE
CUHKOIIE), TPEMOP, HAPYIICHUS KOHIIEHTPAIIMA BHUMAHUS, TUTIEPECTE3HS,

Yacmoma neuszsecmna.: OCTPOE HApPYIIEHHWE MO3TOBOTO KPOBOOOpAIICHHUS, CTEHO3 Oa3HIIIPHON

apTepun, OTCK MO3Tra, HEBPUT 3PUTCIBHOIO HEPBA, 3aTOPMOXKCHHOCTH, MU3CCTE3USA, CUHAPOM
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TENEHOCTE 0002)

«OeCTTOKOWHBIXY HOT. (MOCNEOCEA

Hapyuwienus co cmopoHbl opeana 3peHus

Yacmo. BHYTPUTIIa3HOE KPOBOMBIUSHUE, IEPHUOPOUTATHHBIN OTEK, KOHBIOHKTUBUT, 3y B I1a3ax,
CHHJIPOM «CYXOTO» IJ1a3a (BKJIF0Uasi KCEpOPTaIbMHIO);

Heuacmo: yxynmieHue 3peHHs, 3aTyMaHHUBAaHHUE 3PCHHS, CHIDKEHHE OCTPOTHI 3pEHHsI, OTEK BEK,
dorornicusi, tunepemMus (Ckiep, KOHBIOHKTHUBBI, TJA3HOTO s0J0Ka), pa3ApakeHHe TrJas,
KPOBOU3JIMAHUC B KOHBIOHKTUBY;

Yacmoma Heuzéecmua: OTEK JUCKA 3pUTEIBHOTO HEPBA, IUTUIONHS, CBETOOOSI3Hb, IPUITYXIIOCTh
BeK, O1edaput, 601b B I1a3y, XOPUOPETHHONATHUS, AJUIEPTUICCKUN KOHBIOHKTUBUT, 3200JICBaHHSI
CIIM3UCTON 000JIOUKH Tia3a.

Hapyuwienus co cmopoHnsl opeana cayxa u Jza6upuHma

Yacmo: BepTUTO;
Yacmoma HeuzsecmHa: CHUKEHUE OCTPOTHI Ci1yXa, 00Jb B yIlIaxX, IIyM B yIIax.

Hapywenus co cmoponbi cepdua

Yacmo: creHoKapaus, apuTMus (BKJIIOYas aTPUOBEHTPHUKYJSPHYIO OJIOKaay, TperneTaHue
npencepaIuii M JKeIyJOYKOB, SKCTPACHUCTOIUIO, TaXUKapAWI0, Opagukapauio, (GpuOpHiIsIIo
npencepauit), omymienue cepaiuedbuenus, yuiunenue natepsaina QT na DK

Heuacmo: cepnednas HEOCTaTOYHOCTh, MHGAPKT MHOKap/a, UIIeMUYecKas O0JIe3Hb Cepla,
MOSIBJIEHUE IITYMOB B CEpJIIle, MEPUKAPAUATIbHBIN BBINOT, IIUAHO3;

Yacmoma Heussecmua: HapylleHUs (QYHKIUU KEITYIOYKOB, NMEPUKAPAUT, CHUKEHHE (HpaKiuu
BbIOpOCa, Auactonuyeckas AucHyHKIus, OJI0Kaga TeBOM HOXKKY mydka [ uca.

Hapywernus co cmoponbt COCV@OG

Yacmo: yBenuueHue aprepuanbHoro nasieHus (AJl), «IpHIMBbD) KPOBH;

Heuacmo: TUNEPTOHMYECKUI KpHU3, OKKIIO3US Nepu(epruuecKux apTepuil, mepeMmexarouascs
XpOMOTa, CTEHO3 apTepuil KOHEYHOCTEH, 00pa3oBaHNEe reMaToM, apTepPUOCKIEPO3;

Yacmoma mneuszsecmua: TEMOpparudyeckuid miok, cHuwxkenue AJl, Tpom003, cTeHO03
nepudepuyecKkux apTepuil.

HCZDVWQHM}I CO Cn1OPOHbL ObIXamenbHoU cucmembvl, OpcaHos zpvdnod KilemkKu u CD@@OCI’I’Z@HM}I

Yacmo: ojpllika B TIOKOE W Tpu (U3NYECKON Harpy3ke, HOCOBOE KPOBOTCUCHHE, Kalllelb,
nuchoHus;

Heuacmo: oTeK Ierkux, IUICBPalIbHBIN BBIIOT, HHTEPCTHIMAJIbHBIC 3a00JICBaHUS JICTKHX,
IIeBpaiibHasi 00JIb, TUIEBPHUT, OOJIb B 00JIACTH TJIOTKHM W/WJINA TOPTaHH, PAa3IpaXKCHUE CIU3UCTON
000JIOYKH TJIOTKH;

Yacmoma neuzeecmua: NeTOYHAs TUIIEPTEH3US, XPUITBI, OOJIb BO PTY M TJIOTKE.

JKenyoouno-kuwieunvle Hapyuenus
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Ouenw wacmo: tomHota (20 %), 3anop (12 %)| anapest Eh‘i'%'b,Eﬂ{o%a* (ﬁf@%&! I%I(.;JIB:'ﬁj;Q];)aHeﬁ

gactu xkuBoTa (5 %);

Yacmo: nuckoMpopT B 001aCTH KUBOTA, B3AYTHE KUBOTA, AUCIICIICHS, TUCTEB3Us, TAHKPEATHT,
METEOPH3M;

Heuacmo: xenyn09HO-KHIIIEYHOS KPOBOTEUCHHUE, MEJICHA, M3bA3BICHUE CIM3HCTON 000JIOUKH
MOJIOCTH PTa, TacTpo-330¢areabHblii PeQIIFOKC, CTOMATUT, 00JIb B MUIIEBOJIE, CYXOCTh BO PTY,
racTPHUT, MOBBIIICHUE YYBCTBUTEIBHOCTH 3yOHOM SMaly;

Yacmoma Heuzéecmua: nephopanus KeayJA04YHO-KUIICYHBIX 3B, PETPOINEPUTOHEATHLHOE
KPOBOU3JIMSHUE, PBOTa C KPOBBIO, sI3Ba KEIY/Ka, SI3BEHHBIA 330()aruT, 4acTUYHAs KHUIICUHAsI
HEMPOXOUMOCTh, IHTEPOKOJIUT, T'E€MOPPOM, TIpbDKA MHUIICBOAHOIO OTBEPCTHs Jradparmsi,
PEKTaIbHOE KPOBOTCUCHUE, THHTUBUT.

HapymeHuﬂ CO CNIOPOHbL ne4YeHu u cheﬂll€6bl606ﬂmux nvmeﬁ

Ouyenv wacmo: TUNEPOUIIMPYOHHEMHUSI (BKIIIOUAsl yBEIMYCHHE OMIMPYyOHUHA KPOBH);
Yacmo: HapylieHne QyHKINU TIEYCHH;

Heuacmo: renatut, KenTyxa, TOKCHYeCKOe MOpaXKEHHUE TICUeHH,

Yacmoma Heuszgecmua: X0JIeCTas, TeaTOMETaHsl.

HapymeHuﬂ CO CHIOPOHRbL KOIHCU U NOOKOJCHLIX MKAHEU

Ouenwv wacmo: KoxHasi cbIib (28 %), KoxHBIHM 3y1 (24 %), anonerus (9 %);

Yacmo: TOBBIIMIEHHOE MOTOOT/CIICHUE B HOYHOE BpEMs, dK3eMa, KpalMBHHIIA, THIICPTHAPO3,
JepMaTUT (QUICPTUUCCKUM, SKCHOTUATHBHBIA W YIPEBHIHBIN), MOIKOXKHOE KPOBOHU3JIUSIHHE,
aKHe;

Heuacmo: 3kchonmaTuBHas Chillb, MPUMYXJIOCTh JIMIA, JEKAPCTBEHHAS ChIllb, OOJIE3HEHHOCTh
KOKH, 9KXUMO3BI;

Yacmoma Heusgecmua: Ticopuas, MHOroopMHasi dpuTeMa, y3JioBaTas 3pUTEMa, s3Ba KOXKH,
CHUHJIPOM  JIQJIOHHO-TIOJIOIIBEHHONW  JPUTPOJU3ECTE3UH, TMETEXUH, (HOTOUYBCTBHUTEIBHOCTD,
BOJIZIBIPH, KUCTA KOXKH, TUIIEPIUIA3Us CAIbHBIX Kele3, aTpodus KOKH, U3MEHEHHE I[BETa KOXKH,
HICTYIICHUE KOXKH, THIIEPITMTMEHTAIUS KOXKH, THIIEPTPO(Us KOKH, TUIIEPKEPATO3.

HCZDVWQHM}I CO Cn1OPOHbL MbluxteLlHOZZ, CKeNemHou U COCOUHUMENbHOU MKAHU

Ouyenwv wacmo: muanrus (10 %);

Yacmo: aptpanrus (7 %), meimeunsie cra3mel (8 %), 6016 B kKocTsax (6 %), 6071b B KOHEYHOCTSIX,
00J1b B TIOJIB3/IOIITHON 00JIaCTH, KOCTHO-MBIIIEUHAst 00JIb (B TOM YHCJI€ KOCTHO-MBIIIEYHAst OOJb B
TPYAHOH KJIeTKe), 00Jb B CIMHE, 00JIb B 11Iee, 00JIb B OOKY, MBIIIIEUHas CI1a00CTh;

Heyacmo: ckOBaHHOCTh, OTEKH CYyCTaBOB;

Yacmoma neuzsecmuna: apTpurT.

Hapywernus co cmoponst nouex u M0’~l€6b1600}lu4ux nymeu
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(NOCNEQCBATENEHOCTE 0002)

Yacmo: nonnakuypus;

Heuacmo: nu3ypusi, UMIlepaTUBHBIE TIO3BIBBI K MOUEHCITYCKAHUIO, HUKTYPHS;
Yacmoma Heuzeecmna: TIOYEUHAs HENOCTATOYHOCTb, TIeMaTypus, HEIEpXKaHUE MOYH,
XpoMaTypHsl.

Hapywenus co cmoponbi DenDOOVKI’I’lLl@HOIZ CUCmeMbl U MOJIOYHBLX JHCeNne3

Heuacmo: 6onb B rpyAHOI Kele3e, TMHHEKOMACTHSI, S)PEKTUIIbHAS TUCHYHKIINS;
Yacmoma neuzsecmua: yIuIOTHEHUE TPYAHBIX XKeJle3, MEHOpparus, Ha0yxaHUe COCKOB.

061141/!6 HapyuweruAa u peakuyuu 6 mecme 66e0¢eHUs

Ouenwv wacmo: noBbilIeHHas! yToMisieMocTs (17 %);

Yacmo. actenus (6 %), 3a7epxKKa KUAKOCTH U OTeKH (6 %), OBBIIICHNE TEMIIEPATYPHI Tela, 00Ib
B Ipyau (BKIIIOYasi HEKapIMOTEHHYIO 00J1b), AucKoM(OPT B rpyau, oOIiee HeTOMOTaHHE,
Heyacmo: oTex nuia, rpaBUTAllMOHHBIE OTEKH, TPUIIIONOJO0HBIA CHHAPOM, 03HOO, OUIYIIICHHE
M3MEHEHHUS TeMIepaTyphl Tena (depeoBaHre «OUTYIICHHS JKapa» U «OIIYIICHUS X0JI01a»);
Yacmoma neuzeecmna: JOKAJIbHBIA OTEK.

ﬂa6opamoprle U UHCMPYMEHRNAIbHblE OaHHble

Ouenv yacmo: yBEIUYEHUE aKTUBHOCTHU «II€YEHOYHBIX» TPAHCAMMHA3, YBEINYCHUE aKTUBHOCTH
JMMa3bl KPOBH, YBEIMYEHHE KOHLEHTPAIMH XOJIECTEPHHA JIMIIONPOTEMHOB KPOBH (B TOM YHCIIE,
JUIONPOTENHOB HHU3KOM M BBICOKOM IUIOTHOCTH), YBEJIWYEHHE KOHLIEHTPALUU OOIIero
XO0JIECTEPUHA, YBEJINYEHUE KOHIIEHTPALlUN TPUTIULEPUAOB KPOBH;

Yacmo: yMEHbIIEHHWE KOHLEHTpAllUd TeMOIJoOMHa, YBEIWYEHHE AaKTHBHOCTU aMuiasbl,
raMMa-TayTaMUHTpaHchepasbl, KpeaTHH(OCchOKMHaA3bl, MHienoyHoi ¢ocdaTasbl, yBeIUUYCHHE
KOHIICHTpAllUM HWHCYJIMHA B IUIa3M€ KpPOBH, YMEHBUIICHHWE WIM YBEIWYEHUE MAacChl Telna,
YMEHbILIEHNE KOHIIEHTPAI[UH II100yJIMHOB B KPOBU;

Heuacmo: yBenWuYeHHE AaKTUBHOCTU JIAKTATAETMAPOT€Ha3bl, YBEIWYEHHE KOHLIEHTPALUU
MOUYEBHHBI B IJIa3M€ KPOBH;

Yacmoma neuszgecmma: yBelIN4EHUE KOHIICHTPALIMHA TPOIIOHUHOB B INIa3M€E KPOBU, KOHIIEHTPALIUH
HEKOHBIOTMPOBAHHOI'O OMIMPYyOrHA, yMEHbIIIEHNE KOHLIEHTPALUK UHCYJIMHA U C-TIenTHAa KPOBH,
YBEJIMUEHUE KOHLIEHTPALMK [TapaTTOPMOHA B IIJIa3M€ KPOBH.

Tabruya 3. OTKIOHEHHs 1a00paTOPHBIX TapaMETPOB OT HOPMBI 3 U 4 CTENEHH

Ph+ XMJI nipu pe3ncTeHTHOCTH WU

HexenarenbHble peakinu

HENEePEeHOCUMOCTH MPEIIIECTBYIOIIEH Tepanuu

Xponuueckas ¢asa, %

daza akcenepauuu, %

T'emamonocuueckue napamempbvl

Heitrponenus

31

42

TpomboruTonenus

30

42
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AHeMus ] ”Ij_:j_-:.._i EOOBATENEHDOC é'-p goad]
buoxumuuecxue napamempoi

YBenuueHne KOHIICHTPAI[UU KPeaTHHUHA 1 <1
VYBenuueHue akTUBHOCTH JIMITa3bl 18 18
VBenuuenue aktuBHocTH ACT 3 2
VBennuenue aktuBHOCTH AJIT 4 4
I'unodocdaremus 17 15
YBenuueHue KOHI[EHTPAaIUN o0miero 7 9
ompyonHa

YBenuueHne KOHICHTPAIIUU TITFOKO3bI 12 6
YBenudeHne KOHIICHTPAINH XOJIECTEpUHA HET JAHHBIX HET JAHHBIX
VYBenrueHne KOHIEHTPALUH TPUTIIUIEPHIOB HET JJaHHBIX HET JJaHHBIX

Ommena mepanuu y nayuenmos ¢ Ph+ XMJI ¢ xponuueckoii ¢haze, oocmueuiux cmabuibHo2o
anyborxoeo MO

[Tpu oT™MeHe Tepanuy HUIOTUHUOOM IPH MOMBITKE JOCTHKEHUS PEMUCCUU 0€3 JIeUeHUS MOTYT
Oojee 4YacTto, 4eM [0 OTMEHBI TEpallid, BO3HUKATH CIIEAYIOIIUE HEXKelaTelIbHbIE PEeaKIUU:
CHUMIITOMBI CO CTOPOHBI CKEJIETHO-MBIIIEYHON CHCTEMBI, TAKHE KaK MUAIITHS, 00JIh B KOHEUHOCTSIX,
apTpanrus, 00JIb B KOCTSX, O0JIb B TO3BOHOYHHKE MJTM CKEJICTHO-MBIIIEYHAs OO0JIb.

B knMHHUYECKOM HCClleIOBaHUM B TEUEHME IoJla 1ociie OTMEHbI Tepanuu y 42,1 % mnanueHToB ¢
PE3UCTEHTHBIM K Tepanuu uMaTuHHO0oM Ph+ XMJI B xpoHHueckoii (haze oTMedaarch CHMOTOMBI
CO CTOpPOHBI CKEJIETHO-MBIIIEYHOW CHUCTEMBI 1O cpaBHeHHMIO ¢ 14,3 % Ha mnpoTsHKEHUU
TPEBIAYIIErO To/1a TepAi HUIOTHHHOOM.

Onvim npumeHnenus 8 KIUHUYECKOU NpaKmuKe

Ha ¢one Ttepanmuu HUWIOTMHMOOM OTMEYAUCh CIEIYIOLIME HeXelaTelbHble peakiuuu 0e3
yKa3aHW Ha TNPUYMHHO-CIICACTBEHHYIO CBSI3b C TMPHUMEHEHHEM HWJIOTHHHOA (YacToTa
HEXKEJIAaTeNbHBIX pEeaklMii He YCTaHOBJICHA): CIy4ad CHHIpPOMA JIM3UCA OITyXOJH, Mapajnd
JIMIIEBOTO HEPBa.

* 3 u 4 crenenb TsorecTH no kinaccudukanuu CTCAE (Common Terminology Criteria for Adverse
Events) y naneHToB ¢ BHOBb nuarHoctupoBadHbiM Ph+ XMJI B xponunyeckoii ase.

COO6HI€HI/I6 0 ITOA03PEBACMBIX HEXKCIIATCIbHBIX PCAKITNAX

Baxxno cooOmarh 0 TOA03PEBAEMBIX HEXKENATENbHBIX PEAKIUsAX IOClIe PETUCTpalluu
JIEKapCTBEHHOTO TIperapara ¢ 1elbio 00ecrnevyeHrs HeMPePhIBHOIO MOHUTOPUHTA COOTHOIIICHUS
«I10J1b3a — PHUCK» JIEKAPCTBEHHOIO mpemnapara. MeauiuHCKUM pabOTHUKAM pPEKOMEHIYeTCs

COO6H13TB 0 JII00BIX MOoaO3pE€BACMBbIX HEKCEIIATCIIBHBIX PCAKIUAX JICKAPCTBCHHOI'O IIperiapara
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yepe3 HallMOHAIbHBIE CUCTEMbI COOOIIEHHS O eKenaTEHEm %ﬁﬁsﬁgﬂkﬁﬁ%&% U sénon

EBpa3uiickoro 3K0HOMHUYECKOr0 COI03a.

Poccniickas @enepanus

OenepanibHas ci1yx0a 1o Ha3opy B cepe 31paBOOXPaHEHUs

109012, r. Mocksa, CrnaBsiHCKas mowmasp, 1. 4, crp. 1

Tenedon: +7 (800) 550-99-03

OnexkTponHas noyra: pharm@roszdravnadzor.gov.ru

Cair B UH()OPMAITMOHHO-TEJIEKOMMYHUKAITAOHHON ceTu «uTepHeT»:

https://www.roszdravnadzor.gov.ru/

4.9. Ilepeno3npoBka

CuMOTOMBI

Coo01mranoch 0 eIMHUYHBIX CIIy4asx MpeIHaMEepPeHHON MepeI03UPOBKH MPEnapaToM, B KOTOPBIX
OCYIIECTBIISUICA MPHUEM HEYCTAHOBJICHHOTO KOJIMYECTBA KArcCysl OJHOBPEMEHHO C AJIKOTOJIEM U
JIPYTHMH JICKQpCTBEHHBIMH cpencTtBamMu. OTMEUanoch pa3BUTHE HEHTPONCHUH, PBOTHI U
connuBoctd. M3menenuit DKI' M MpU3HAKOB TOKCHYECKOTO MOPAXKEHHS MEUYEHU OTMEUYEHO HE
0b110. Bo Bcex citydasix 0TMe4alioch BbI3IOPOBJICHHE.

Jleuenue

B cnydae nepeno3upoBKH HIIOTUHUOOM HEOOXO0IMMO 00eCTIeYrTh HAOI0ICHHE 3a MTAllMeHTOM, a

TAK¥XKE NPUMCHUTH COOTBETCTBYIOIYHO CUMIITOMATUYCCKYIO TCPAIIUIO.

5. PAPMAKOJIOTUMYECKHUE CBOMCTBA

5.1. ®apmakoaMHAMHYeCKHE CBOICTBA
dapmakoTepaneBTHUECKas IPyIIa: IPOTUBOOIYX0JIEBbIE CPE/ICTBA; HHTMOUTOPHI IPOTEUHKHUHA3;
UHTUOUTOPH THpOo3uHKUHA3sl BCR-ABL.

Koxg ATX: LOIEAO3

MexaHu3M ASUCTBUS U d)aDMaKOHI/IHaMI/I‘IeCKI/IC 3d)d)eKTLI

Hunotnnu6 ¢ ¢GexTHBHO MHTMOUpPYeT TUPO3UHKMHA3HYI0 akTUBHOCTh BCR-ABL oHkompoTenHa
KJIETOYHBIX JIMHUI M TEpBUYHO NOJOXKUTENbHBIX MO (¢unanenbuiickoit xpomocome (Ph+)
JIEUKO3HBIX KIIETOK.

[Ipenapat oGnagaeT BHICOKMM CPOACTBOM K ydyacTkam cBsi3biBaHUS ¢ AT® u, Takum obpazom,
OKa3bIBaeT BhIpaXXEeHHOE MHTHOUpyromee BausiHue Ha BCR-ABL oHKOnpoTeWH AMKOro THIa, a
TaK)Ke JIEMOHCTPUPYET aKTUBHOCTh B OTHOMICHUH 32 U 33 OCHOBHBIX MMAaTHHUO-PE3UCTCHTHBIX
myTaHTHBIX GpopMm BCR-ABL-Ttuposunkunaszel, 3a uckmouenueM 13151 myrauunu. Hunorunu6

CCIICKTUBHO I/IHFI/I6I/IpyeT nponmbepaumo U HUHAYOUPYET alolTO3 KICTOYHBIX JIMHUR H
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DCTE 00027

Ph-11010KMTEBHBIX JIEHKO3HBIX KJICTOK y MaIlH

HunotnHu® He OKa3bIBaeT WM OKa3bIBaeT HE3HAYUTEIbHOE BIMSHHE Ha JPYrue H3BECTHBIC
NPOTEUHKHHA3bI (BKIIIOYAst KHHA3y OEJIKOB CeMENCTBa Src), KpoMe KUHAa3, UMEIOIINX PEeLenTOPhI
K (aktopam pocta tpombouutoB (PDGRF), KIT-, CSF-1R, DDR-peuenTopsl u 3¢ puHOBBIC
perentopsl. MHruOupoBanue MpOTEMHKWHA3 JIAHHOTO THIA MPOUCXOJIUT MPH KOHIIEHTPAIHIX
Iperapara B npeenax Auana3oHa TEPAneBTHUYECKUX 103, PEKOMEHAOBAHHbIX Ui jeueHuss XMJI
IIPU [IEPOPAIILHOM IpUEME.

Ha ¢one Tepanum HumotmHMOOM B 03¢ 400 Mr 2 pa3a B CYTKH y B3pOCIBIX MAI[UEHTOB C
Ph+ XMJI B xpoHuueckoii (ase Tpd HEMEPEHOCHUMOCTH WIH  HEIP(HEKTUBHOCTH
OpPEIISCTBYIOIICH Tepanuu, BKIOYas HMMaTHHMO, dYacToTa JOCTIDKEHHsS  OOJIbIIOro
LIUTOTEHETUUECKOI0 OTBeTa cocraBuia 59 %, mpuuyeM 3TOT OTBET JOCTUTAICH JOCTATOYHO
OBICTPO — B TEUEHHUE MEPBBIX 3-X MECSIEB Tepanuu (MeauaHa — 2,8 Mecsla) — U COXpaHsJICs Ha
done mpoaomKaroIIerocs nprueMa npenapara (B teuenue 24 mecsiien) y 77 % nauuenton. O01ias
BBDKHMBAEMOCTbH uepe3 24 mecsiia tepanuu cocrasuia 87 %.

[Tpu npumenennu HutoTHHNUOA B 103¢ 400 Mr 2 pasza B CyTKH y B3pocibix nanuenToB ¢ Ph+ XMJI
B (haze akcenepaluu Mpu HEMEPEHOCUMOCTH UM PE3UCTEHTHOCTH K MPEALIECTBYIOIIEH Tepanuu,
BKJIOYass UMATHUHHUO, 4acTOTa MOCTHXKEHHUS IOJHOTO IeMaTOJOTMYeCKOro OTBETa COCTaBIlsijia
55 %, pUYeM 3TOT OTBET JIOCTUTAJICS JOCTATOYHO OBICTPO — B TEUEHUE NIEPBOT0 MECALAa TEpPAIuU
(MemuaHa — 1 MecsI) — 1 COXpaHsIICs Ha (POHE TIPOIOIDKAOIIETOCS IMpreMa rpenapara (B TeueHue
24 mecsaueB) y 49 % namuentoB. YactoTa JOCTHXKEHHS OOJBIIOTO IUTOT€HETUYECKOTO OTBETA
cocraBuina 32 %, U 3TOT OTBET COXpaHsiICsa y 66 % MalMeHTOB NpU MPOAOJDKAIOLIEMCS NIpUeMe
npemnaparta (B TeueHue 24 MecsIeB).

5.2. ®apmakokuHeTHYECKHE CBOWCTBA

Abcopbrus

CpenHee BpeMsl TOCTHKEHHSI MAKCUMAaIbHON KOHIIGHTPALUKH HUJIOTHHHOA B I1a3Me KPOBH (tmax)
COCTAaBJISIET OKOJIO 3 yacoB. AOCOpOIIUs HIJIOTUHHOA TIOCIIE TIEPOPATLHOTO TPUMEHEHHUS — OKOJIO
30 %. AGconroTHas OMOJOCTYITHOCTh HWIIOTHHNOA HE ompenerneHa. [lo cpaBHeHHIO ¢ pacTBOPOM
s nepopansHoro npuema (pH ot 1,2 nmo 1,3), oTHocuTenbHas OMOAOCTYHMHOCThH Karcyi
HWIOTHHUOA cocTaBisgeT npumepHo 50 %.

VY 310pOBBIX JOOPOBOJIBIIEB MPH OJHOBPEMEHHOM mpueMe mperapara ¢ nmumeid Cmax 1 AUC
HUIO0THHUOA ToBbIanUch Ha 112 % u 82 %, COOTBETCTBEHHO, IO CPABHEHHIO C IPUMEHEHUEM
HWIOTHHUOA HaTomak. [Ipumenenue npenapara yepe3 30 MUHYT WM 2 yaca 1ociie nprueMa muim
MOBBIIIANIO OMONOCTYMHOCTh HWIOTHHHOA Ha 29 % u 15 %, coOTBETCTBEHHO. Y MAIMEHTOB,

NepeHeCHInX TOTAJIBHYIO HWIJIHM YaCTHUYHYKO TaCTpPIKTOMMUIO, BCacblBaHWE HIJIOTHHHOA
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(oTHOCHTENIBHAS ~ OMOJOCTYIIHOCTB) — CHHIKAaefcs npﬂ%’ﬁ“ﬁéﬂ%rl i TRAIBRRYTE 103D o,

COOTBETCTBEHHO.
Opnnokparnoe npumeHenue 400 Mr HWIOTMHHMOA B BUAE PACTBOPEHHOTO B YAHHON JIOKKE
A0JIOUHOr0 MIOpPE COACPKHUMOro JByX Kamcysa mo 200 Mr OMOSKBHMBAJIEHTHO IPHUMEHEHHIO 2
MHTaKTHBIX Karcys 1mo 200 mr.

Pacnopenenenne

CooTHoIIIeHHE KOHIICHTPAIil HUJIOTHHUOA B KpoBH U 11a3me coctapisieT 0,71. CBs3b ¢ 6enkamu
ia3mel iN Vitro cocrasiseT okoso 98 %.

B paBHOBECHOM COCTOSIHUU CHCTEMHasl SKCIO3UIMS HUJIOTUHHUOA OblTa 10303aBUCHMOM. OTHAKO
Ipy IPUMEHEHUHM Ipenapata B jao3e, npesbimaromeii 400 mr 1 pa3 B CyTKH, MOBBIILIEHUE
HKCMO3ULUU HWJIOTHHHOA B 3aBHCUMOCTH OT YBEIMUYCHHS J03bl IpenapaTa ObUIO BBIPAKEHO B
MeHbIei creneHu. CyTodHas IJI1a3MEHHAs KOHIIGHTpAlUs HHJIOTMHHOA B PAaBHOBECHOM
coctossHuu Obuta Ha 35 % Bblme pu npumeHeHuu B o3¢ 400 mr 2 pa3a B CyTKH, YeM IMpHU
npumeHernu B 103e 800 mr 1 pa3 B cyrku. AUC Hunotuan6Oa npu npueme B 1o03e 400 mr 2 pasa
B CyTKH ObLIa mpuOIm3uTeapHo Ha 13,4 % BbIlIe TaKOBOW MpH MPUMEHEHUH HWJIOTHHHOA B 103€
300 mr 2 paza B cytku. [Ipu npueme HunotuHnOa BHYTph B TeueHue 12 mecsnes B goze 400 mr
2 pasa B CyTKM MUHUMAaJbHas M MaKCUMallbHAsl KOHIIEHTpaluu Huinotunuba Ha 15,7 % u 14,8 %
ObLIM BBILIE TAaKOBBIX IPU NpHUMeHEeHUU HwiIoTMHHOAa B jgo03e 300 Mr 2 pasa B CYTKH,
COOTBETCTBEHHO. He OBIJI0 OTMEUEHO 3HAYMTENILHOTO YBEIHMUYEHHSI PABHOBECHOIN KOHIICHTPALIUU
HUWJIOTUHNOA NpH noBkIeHNH 10361 ¢ 400 Mr 2 pa3za B cytku 10 600 mr 2 paza B CyTKH.
[InasmMeHHass SKCHO3MIMS HUJIOTHHUOA B TMEPHOJ MEXIy MPUMEHEHHEeM NepBOH J03bl U
JTIOCTH)KCHHUEM PAaBHOBECHOW KOHIICHTPAIMH TOBBIIMIACTCS TPUMEPHO B 2 pasza MpH TpUEME
mpenapara OJWH pa3 B CyTKM W B 3,8 pa3 mpu npueMe JBa paza B CyTKU. PaBHOBecHas
KOHIIEHTpalUs JOCTUTAeTC K BOCbMOMY JTHIO.

BI/IOTDaHC(bODMaHI/IH

Y 3710poBBIX JOOpPOBOJIBIICB OCHOBHBIMH MYTAMH METa0O0JiM3Ma HHJIOTHHUOA SIBIISIIOTCA
OKHCJIEHHWE M THUJIPOKCHWIMpOBaHUE. B 1ia3Me KpoBU HUJIOTUHHUO IUPKYJIUPYET B OCHOBHOM B
HEU3MEHEHHOM BHJe. Bce MerabomuTel HUIOTHHHMOA  O0NAagalOT  HEe3HAYMTEThHOU
bapMaKoIOTHYEeCKON aKTUBHOCTBIO.

DJIMMUHALMS

[Tocne omHOKpPAaTHOTO MPUMEHEHUS HIJIOTHHHOA y 370pOBBIX J100poBoibiieB 6oee 90 % mo3bI
BBIBOJMUTCS B T€UEHUE 7 THEU B OCHOBHOM C KasioM. 69 % mnpenapara BIBOJUTCS B HEU3MEHEHHOM
Bujsie. Ilepron monyBbIBEIeHUSI PU MHOTOKPATHOM MPUMEHEHUHU CYTOYHOM J03bl COCTaBISIET
npuOIM3UTENBbHO 17 Yacos.

Oco0ble TPVIIILI TAIUEHTOB
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Tayuenmoi ¢ napywenuem yHkyuu nevenu (MOCNEONOBATENBEHOCTE 0002)

[Ipu nmpuMeHeHUH HIUJIOTUHUOA y TIAI[UEHTOB C HAPYIICHUSIMU (YHKIIMH TIEYCHU HE OTMEYalIOCh
3HAYUTEBHOTO U3MEHEHUS (PapMaKOKHHETUYECKUX MTapaMeTpoB HUIoTHHUOA. [Ipu oqHOKpaTHOM
npueMme mnpenapara HaOmoganoch cHiwkeHue AUC nwmnotuHubOa Ha 35 %, 35% u 19% y
NAIMeHTOB C HapylieHneM (QYHKIMHM TI€YCHU JIETKOW, CpemHedl W TsDKenol crereHu (1o
CpaBHEHHIO C MAIMEeHTaMH 0e3 HapylIeHud GyHKUUH nedeHn ). Cmax HIIIOTUHUOA B paBHOBECHOM
COCTOSIHMM yBennuuBanachk Ha 29 %, 18 % u 22 %, COOTBETCTBEHHO.

WupuBuayaneHbie pa3inuus (apMaKOKMHETHKH CpEId TAlMEeHTOB ObUIM OT YMEPEHHBIX JIO

BBIPpAKCHHBIX.

6. PAPMAIIEBTUUYECKHUE CBOMCTBA

6.1. Ilepeuenb BCIOMOraTe/ibHbIX BelIECTB
JlakTO3BI MOHOTHPAT

KpocnoBugon

Maruus creapat

[Tonokcamep 188

Kpemuus nokcu KoJOu AHbINA

Hwioruaun0, 150 Mr, KancyJisl

Cocmas xopnyca kancynvi:

Kpacurens xene3a okeup sxentsiii (E172)
Turana quokcun (E171)

Kenarun

Cocmas kpvlueuku Kancyvl.

Kpacurens xene3a okeup sxentsiii (E172)
Turana quokcun (E171)

Kenarun

Humornau6, 200 Mr, KancyJisl

Cocmas xopnyca kancynvi:
Turana quokcun (E171)
Kenarun

Cocmas kpvlueuku Kancyvl.
Turana quokcuna (E171)
Kenarun

6.2. HecoBmMecTHMOCTDH

He npumennmo.
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6.3. Cpok rogHoCcTH (CPOK XpaHEHHS )

3 rona.

6.4. OcoOble Mepbl NPEAOCTOPOKHOCTH NIPH XPAHECHUHU

XpaHuTh npu TemnepaTrype He Boiie 25 °C.

6.5. Xapakrep u coaepkaHue NePBUYHON YIIAKOBKH

[To 7, 10 kamcyn B KOHTYPHYIO SYEHKOBYIO YIAKOBKY M3 IUICHKH MOJMBUHUIXJIOPUAHON MO0
IUICHKU TOJIMBHHUIXJIOPUIHON/TOTMBHHUIMACHXIOPUIHON U (DOJIBI'H aTIOMMHUEBOM MEYaTHON
JTAKUPOBAHHOM.

Nmu mo 28, 40, 112 nmm 120 kancyn B 0aHKy W3 MOJMATHIICHTepedTanaTa Wik B OaHKY W3
NOJIMATUIICHA, YKYIIOPEHHYIO KpPBILIKOM M3 MMOJIMATWIEHA WM IOJMIIPONMIIEHA C CHUCTEMOM
«HaKaTb-TIOBEPHYTHY.

Jlonmyckaercss cBOOOAHOE MPOCTPAHCTBO B  OaHKE 3allOJHATH BAaTOM  MEAMLIUHCKOW
TUTPOCKOIIUYECKOM.

Ha OanKy HakJIeHBalOT STHKETKY.

1,2, 3, 4 wnn 12 KOHTYpHBIX SYEUKOBBIX YIIAaKOBOK WJIM OAHY OaHKY BMECTE C MHCTPYKIHMEH IO
MEIUIUHCKOMY IPUMEHEHHIO (JIMCTOK-BKIIAJIBIII) TOMEIIAIOT B KAPTOHHYIO YIAKOBKY (MaYKy).
6.6. Oco0Oble Mepbl MPEIOCTOPOKHOCTH MNPHM  YHMYTOXXKEHUH  HMCIOJb30BAHHOIO
JIEKAPCTBEHHOI0 Npenapara WJIM OTX0A0B, TMOJYYEHHBIX IOcjde NPHMEHEeHUus:
JIEKApPCTBEHHOI'0 MpenaparTa u Apyrue MaHUILYJISIUM C IPenapaToM

Yrunuzauus

Becpb ocraBmmiics JIEKapCTBEHHBIN Mpenapar U OTXOJbl CIEAYET YHUUTOKUTh B yCTAHOBJIEHHOM

HOPsIZIKE.

7. AEP/KATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHU S

Poccns

000 «O30H Menuka»

445043, Camapckast obnactb, r.0. Tombstru, TEP. O33 TIIIT, MI'CTP. 3-1, 3nanue 11, crpoenue 1,

KoM. 37.

7.1. IlpeacraBuTtenb AepaKaTessi PpericCTPALMOHHOIO Y10CTOBEPeHHUs

[Iperen3uu HOTDC6HTCJ’ICI>1 HalpaBJIATH IO aApPECy:

Poccus
000 «O308»
445351, Camapckas 00:1., 1.0. XKurynesck, T. XKurynesck, yi. ['mapocrpouteneii, 1. 6.

Ten.: +79874599991, +79874599992
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E-mail: 0zon@ozon-pharm.ru (MOCNEOCBATENEHOCTE 0002

8. HOMEP PETUCTPAIIMOHHOT O YAOCTOBEPEHMUSA

9. JATA TMEPBUYHOM PEIMCTPAIIMU (IIOATBEPXIEHUSI
PETUCTPALIMMU, IEPEPETUCTPALIMN)

JlaTa nepBoi perucTpanuu:

10. JATA IIEPECMOTPA TEKCTA

OO0miass  xapakTepucTUKa  JIeKapCTBEHHOro  mpemnapara  HwnotuHu®O  gocTymHa  Ha
uH(pOPMallMOHHOM TMopTaje EBpa3suiickoro »KOHOMHYECKOTO COr03a B HWH(OPMAIMOHHO-

KOMMYHUKaIMOHHOM cetn «HTepHeT» http://eec.eaeunion.org/.
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